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Meta-analysis Figure of the Rituximab Guidelines

Experimental Control Weight Weight
Study Events Total Events Total Odds Ratio OR 95%-Cl (common) (random)
§
Japan, 2014[12] 17 24 23 24 —"f— 0.11 [0.01;0.94] 8.0% 8.7%
Korea, 2018[17] 22 33 14 15 —— 0.14 [0.02; 1.23] 77% 8.8%
ltaly, 2022[18] 2 15 13 15 —=— 0.02 [0.00;0.19] 13.5% 9.0%
Inida, 2011[20] 5 10 7 13 : 0.86 [0.16;4.47] 3.6% 11.1%
US, 2018[21] 6 10 6 8 7 0.50 [0.07;3.85] 32% 9.3%
92 75 0.19 [0.09; 0.44] 36.1%

0.19 [0.05; 0.68] - 46.9%

{4

R

Italy, 2015[13] 5 14 15 15— 0.02 [0.00;0.38] 11.4% 6.0%

India, 2018[14] 6 60 22 60 . 0.19 [0.07;0.52] 23.7% 14.4%

Italy, 2020[15] 2 15 14 15 —*—E 0.01 [0.00;0.14] 14.5% 7.5%

India, 2022[16] 9 20 9 20 | —H#— 1.00 [0.29;3.48] 5.9% 13.1%

Kingdom of Saudi Arabia, 2020[19] 3 19 10 27 7 0.32 [0.07;1.37] 8.3% 12.0%

128 137 <:> 0.21 [0.12; 0.38] 63.9% -

- 0.15 [0.03; 0.68] - 531%

Common effect model 220 212 <> 0.21 [0.13; 0.33] 100.0% -

Random effects model | |<> | | 0.18 [0.07; 0.44] - 100.0%
Heterogeneity: /° = 59%, v = 1.2506, p < 0.01 0.001 01 1 10 1000

Test for subgroup differences (common effect): 12 =0.03,df =1 (p =0.86)
Test for subgroup differences (random effects): y; = 0.06, df =1 (p = 0.81)

Figure 1 Meta-analysis of 1-year relapse rate of RTX treatment compared with the control group in the
different FRNS/SDNS subgroups

Experimental Control Weight Weight
Study Events Total Events Total Odds Ratio OR 95%-Cl (common) (random)
India, 2018[14] 6 60 22 60 —;— 0.19 [0.07;0.52] 23.7% 14.4%
India, 2022[16] 9 20 9 20 1 —— 1.00 [0.29; 3.48] 5.9% 13.1%
ltaly, 2022[18] 2 15 13 15 +i 0.02 [0.00;0.19] 13.5% 9.0%
Kingdom of Saudi Arabia,2020[19] 319 10 27 : 0.32 [0.07;1.37] 83%  12.0%
India, 2011[20] 5 10 7 13 ¢ 0.86 [0.16; 4.47] 36% 11.1%
US, 2018[21] 6 10 6 8 i 0.50 [0.07;3.85] 3.2% 9.3%
134 143 S 0.31 [0.18;0.54]  58.3% -
<= 0.32 [0.13; 0.82] - 69.0%

|
Japan, 2014[12] 17 24 23 24 : 0.11 [0.01;0.94] 8.0% 8.7%
ltaly, 2015[13] 5 14 15 15 —*—i— 0.02 [0.00;0.38] 11.4% 6.0%
Italy, 2020[15] 2 15 14 15 ——+——1i 0.01 [0.00; 0.14] 14.5% 7.5%
Korea,2018[17] 22 33 14 15 —H 0.14 [0.02;1.23] 7.7% 8.8%
86 69 == 0.06 [0.02; 0.18] M.7% -
=) 0.05 [0.01; 0.18] - 31.0%

i
Common effect model 220 212 e 0.21 [0.13; 0.33] 100.0% -
Random effects model | T> I | 0.18 [0.07; 0.44] - 100.0%

Heterogeneity: I° = 59%, ° = 1.2506, p < 0.01 0.001 01 1 10 1000

Test for subgroup differences (common effect): 12 =6.66,df =1 (p <0.01)
Test for subgroup differences (random effects): y; = 5.28, df =1 (p = 0.02)

Figure 2 Meta-analysis of 1-year relapse rate of RTX treatment in FRNS/SDNS compared with the

different control groups



Weight Weight

Study Events Total Proportion 95%-Cl (common) (random)
Japan, 2014[12] 17 24 i —_— 0.71 [0.49;0.87] 4.0% 49%
Korea, 2018[17] 22 33 E — 0.67 [0.48;0.82] 5.4% 52%
Italy, 2022[18] 2 15 —*F—+ 0.13 [0.02;0.40] 2.5% 4.4%
India, 2011[20] 5 10 —_— 0.50 [0.19;0.81] 1.7% 3.9%
US, 2018[21] 6 10 —f——*— 0.60 [0.26;0.88] 1.7% 3.9%
China, 2018[22] 17 34 — 0.50 [0.32;0.68] 56% 52%
Pakistan, 2016[23] 10 17 —i——*— 0.59 [0.33;0.82] 2.8% 46%
German, 2012[24] 9 37 —&—> 0.24 [0.12;0.41] 6.1% 52%
Japan, 2017[25] 14 43 —&— 0.33 [0.19;0.49] 71% 5.3%
ltaly, 2016[26] 8 28 —~——§-— 029 [0.13;0.49] 46% 5.0%
India, 2018[27] 8 18 — 0.44 [0.22;0.69] 3.0% 46%
UK, 2013[28] 3 7 —t— 0.43 [0.10;0.82] 1.2% 3.5%
French, 2019[29] 37 61 —a 0.61 [0.47,0.73] 10.0% 5.5%
ltaly, 2014[30] 7 10 -+ 0.70 [0.35;0.93] 1.7% 3.9%
ltaly, 2013[31] 37 46 —=— 0.80 [0.66;0.91] 7.5% 5.4%
India, 2014[32] 12 85 —— 0.14 [0.08;0.23] 13.9% 5.6%
§ 478 <> 0.44 [0.39; 0.49] 78.8%

e 0.47 [0.36; 0.59] - 76.3%

ltaly, 2015[13] 5 14 S E— 0.36 [0.13;0.65] 2.4% 4.4%
India, 2018[14] 6 60 —+— 0.10 [0.04;0.21] 9.8% 5.5%
Italy, 2020[15] 2 15 ——+H 0.13 [0.02;0.40] 25% 4.4%
India, 2022[16] 9 20 —r— 0.45 [0.23;0.68] 3.3% 47%
Kingdom of Saudi Arabia, 2020[19] 3 19 —=— 0.16 [0.03;0.40] 32% 47%
§ 128 == i 0.18 [0.11; 0.25] 21.2% -
Ra offects : - 0.22 [0.09; 0.37] - 237%
Common effect model 606 <& 0.38 [0.34; 0.42] 100.0% --
Random effects model = 0.41 [0.31; 0.52] - 100.0%
Heterogeneity: 12 = 87%, 1> = 0.0452, p < 0.01 02 04 06 08

Test for subgroup differences (common effect): x> = 30.61, df = 1 (p < 0.01)
Test for subgroup differences (random effects): 3 = 6.83, df = 1 (p < 0.01)

Figure 3 Meta-analysis of 1-year relapse rate of RTX treatment in the different FRNS/SDNS subgroups

Weight Weight

Study Events Total Proportion 95%-Cl (common) (random)
Italy, 2015[13] 5 14 S 0.36 [0.13;0.65] 42% 7.3%
India, 2018[14] 6 60 —/ 0.10 [0.04;0.21] 17.3% 9.9%
Italy, 2020[15] 2 15 ———— 0.13 [0.02; 0.40] 4.4% 7.5%
Kingdom of Saudi Arabia, 2020[19] 3 19 ———+— 0.16 [0.03;0.40] 56% 8.0%
108 <= 0.14 [0.07; 0.21] 31.5% -
= 0.15 [0.07; 0.27] - 327%
ltaly, 2022[18] 2 15 ——1— 0.13 [0.02; 0.40] 4.4% 7.5%
US, 2018[21] 6 10 N e — 0.60 [0.26;0.88] 3.0% 6.4%
China, 2018[22] 17 34 = 0.50 [0.32;0.68] 9.9% 9.1%
Pakistan, 2016[23] 10 17 — 0.59 [0.33;0.82] 5.0% 7.8%
German, 2012[24] 9 37 —a—— 0.24 [0.12;0.41] 10.7% 9.3%
Japan, 2017[25] 14 43 — 0.33 [0.19;0.49] 12.5% 9.5%
India, 2018[27] 8 18 — 0.44 [0.22;0.69] 53% 7.9%
French, 2019[29] 37 61 — 0.61 [0.47;0.73] 17.6% 9.9%
235 - 0.43 [0.37; 0.50] 68.5% -
g 0.42 [0.30; 0.55] - 67.3%
Common effect model 343 s 0.33 [0.28;0.38] 100.0% -
Random effects model —_— 0.33 [0.22; 0.45] -~ 100.0%
T 1T 1
Heterogeneity: = 82%, = 0.0325, p < 0.01 0.2 04 06 0.8

Test for subgroup differences (common effect): 7_2 =30.74,df =1 (p <0.01)
Test for subgroup differences (random effects): x; =9.86, df =1 (p <0.01)

Figure 4 Meta-analysis of 1-year relapse rate of 1-2 doses of RTX treatment in the different
FRNS/SDNS subgroups



Experimental Control Weight Weight

Study Events Total Events Total Odds Ratio OR 95%-Cl (common) (random)

Italy, 2015[13] 6 9 15 15 0.06 [0.00; 1.33] 24.0% 7.7%

US, 2018[21] 9 10 7 8 1.29 [0.07; 24.38] 4.5% 8.5%

UK, 2016[33] 29 42 58 79 - 0.81 [0.35; 1.84] 716%  83.8%

52 87 j_t 0.84 [0.38; 1.85] 76.0% -

0.84 [0.38; 1.85] - 923%

Common effect model 61 102 T 0.65 [0.31; 1.35] 100.0% -

Random effects model 0.69 [0.29; 1.64] - 100.0%
Heterogeneity: I° = 26%, ©° = 0.0595, p = 0.26 001 01 1 10 100

Test for subgroup differences (common effect): xz =260,df=1(p=0.11)
Test for subgroup differences (random effects): 7 =260, df =1 (p = 0.11)

Figure 5 Meta-analysis of 2-year relapse rate of RTX treatment compared with the different control
groups in the different FRNS/SDNS subgroups

Weight Weight

Study Events Total Proportion 95%-Cl (common) (random)
US, 2018[21] 9 10 —-:r—*— 0.90 [0.55; 1.00] 3.5% 7.3%
China, 2018[22] 21 27 —HE— 0.78 [0.58;0.91] 9.2% 10.3%
German, 2012[24] 17 29 ——r 0.59 [0.39;0.76] 9.9% 10.5%
Japan, 2017[25] 27 43 —'—-i- 0.63 [0.47,0.77] 14.5% 11.4%
Iltaly, 2016[26] 14 28 —& 0.50 [0.31;0.69] 9.5% 10.4%
ltaly, 2013[31] 36 40 i—-'— 0.90 [0.76;0.97] 13.5% 11.3%
UK, 2016[33] 29 42 —e— 0.69 [0.53;0.82] 14.2% 11.4%
Japan, 2017[34] 47 51 | 0.92 [0.81;0.98] 17.2% 11.8%
270 ‘¢> 0.76 [0.70; 0.81] 91.6% -
{:.:} 0.75 [0.63; 0.86] - 845%
ltaly, 2015[13] 6 9 : 0.67 [0.30;0.93] 3.2% 6.9%
Italy, 2020[15] 7 15—+ 0.47 [0.21;0.73] 5.2% 8.6%
24 Gﬂ: 0.54 [0.33; 0.75] 8.4% -
— 0.54 [0.33; 0.75] - 155%
Common effect model 294 - 0.74 [0.69; 0.79] 100.0% -
Random effects model T 0.72 [0.61; 0.83] -- 100.0%
1 1

Heterogeneity: I° = 76%, ©° = 0.0258,p <001 04 06 08
Test for subgroup differences (common effect): 7_2 =451,df=1(p=0.03)
Test for subgroup differences (random effects): ;= 3.16, df = 1 (p = 0.08)

Figure 6 Meta-analysis of 2-year relapse rate of RTX treatment in the different FRNS/SDNS subgroups

Study Events Total Proportion 95%-CI
China, 2018[22] 23 25 —vf—o— 0.92 [0.74;0.99]
Japan, 2017[34] 47 51 ——aa 0.92 [0.81;0.98]
76 = 0.92 [0.84; 0.96]
= 0.92 [0.84; 0.96]

1
Italy, 2020 [15] 7 15— ; 0.47 [0.21,0.73]
Common effect model 91 *-==.'7> 0.85 [0.76; 0.91]
Random effects model —— 0.84 [0.54; 0.96]

Heterogeneity: 1° = 87%, ©° = 1.3432, p <0.010.3 0.4 0.5 06 0.7 0.8 0.9
Test for subgroup differences (common effect): y_z =1495,df=1(p <0.01)
Test for subgroup differences (random effects): 3 = 14.95, df = 1 (p < 0.01)

Figure 7 Meta-analysis of 3-year relapse rate of RTX treatment in the different FRNS/SDNS subgroups



Experimental Control Weight Weight

Study Total Mean SD Total Mean sD Mean Difference MD 95%-Cl (common) (random)

Japan, 2014[12] 24 028 01800 24 06102700 —— E -0.33 [-0.46;-0.20] 8.1% 22.0%

Korea, 2018[17] 35 024 01900 16 0.40 0.2800 —f— -0.16 [-0.31;-0.01] 6.0% 19.7%

India, 2011[20] 10 0.13 0.1200 13 0.19 0.0700 T -0.06 [-0.14; 0.02] 19.5% 27.3%

69 53 == -0.14 [-0.21; -0.08] 33.6% -

—_— -0.18 [-0.34; -0.02] - 689%

India, 2018[14] 60 0.07 0.0800 60 0.24 0.1600 - 017 [0.22;-0.12] 66.4%  31.1%

Common effect model 129 113 <I> -0.16 [-0.20; -0.12] 100.0% -

Random effects model | <I>> : : -0.17 [-0.28; -0.07] - 100.0%
Heterogeneity: /% = 76%, t° = 0.0088, p < 0.01 04 02 0 02 04

Test for subgroup differences (common effect): 7_2 =0.47,df=1(p=049)
Test for subgroup differences (random effects): 37 = 0.01, df =1 (p = 0.92)

Figure 8 Meta-analysis of 1-year cumulative steroid dose of RTX treatment compared with the control
group in the different FRNS/SDNS subgroups

Experimental Control Weight Weight

Study Total Mean SD Total Mean sD Mean Difference MD 95%-Cl (common) (random)

India, 2018[14] 60 0.07 0.0800 60 0.24 0.1600 —'— -0.17 [-0.22;-0.12] 66.4% 31.1%

India, 2011[20] 10 0.13 0.1200 13 0.19 0.0700 — T -0.06 [-0.14; 0.02] 19.5% 27.3%

70 73 ,b -0.15 [-0.18; -0.11] 85.9% -

= -0.12 [-0.23; -0.01] - 584%

Japan, 2014[12] 24 028 0.1800 24 06102700 —— E -0.33 [-0.46;-0.20] 8.1% 22.0%

Korea, 2018[17] 35 024 01900 16 0.40 0.2800 t -0.16 [-0.31;-0.01] 6.0% 19.7%

59 40 <>: -0.26 [-0.36; -0.16] 141% -

R -0.25 [-0.42; -0.08] - 41.6%

Common effect model 129 113 <'> -0.16 [-0.20; -0.12] 100.0% -

Random effects model [ <|> | | -0.17 [-0.28; -0.07] - 100.0%

Heterogeneity: /° = 76%, t> = 0.0088, p < 0.01 04 02 0 02 04

Test for subgroup differences (common effect): 7_2 =433,df=1(p=0.04)
Test for subgroup differences (random effects): 37 = 1.62, df = 1 (p = 0.20)

Figure 9 Meta-analysis of 1-year cumulative steroid dose of RTX treatment in FRNS/SDNS compared

with the different control groups

Experimental Control Weight Weight
Study Total Mean SD Total Mean sD Mean Difference MD 95%-Cl (common) (random)
Japan, 2014[12] 19 028 0.1900 19 0.64 0.3300 -0.36 [-0.53;-0.19] 3.9% 13.0%
Korea, 2018[17] 35 024 01900 35 0.46 0.4000 -0.22 [-0.37,-0.07] 54% 15.3%
India, 2011[20] 10 013 01200 10 0.38 0.1600 — -0.25 [0.37;-0.13] 7.5% 17.9%
India, 2014[32] 85 0.12 0.1000 85 0.41 0.2300 3 -0.29 [0.34;-0.24] 407%  26.8%
149 149 > -0.28 [-0.33; -0.24] 57.5% -
> -0.28 [-0.33; -0.24] - 731%
India, 2018[14] 60 0.24 0.1600 60 067 0.1300 — -0.43 [-0.48;-0.38] 425%  269%
Common effect model 209 209 < -0.35 [-0.38; -0.31] 100.0% --
Random effects model - -0.32 [-0.40; -0.24] - 100.0%
1 1 1
Heterogeneity: 1% = 79%, 1 = 0.0058, p<0.01 04 02 0 02 04

Test for subgroup differences (common effect): 12 =17.54,df =1 (p <0.01)
Test for subgroup differences (random effects): 37 = 17.54, df = 1 (p < 0.01)

Figure 10 Meta-analysis of 1-year cumulative steroid dose of pre- and post- RTX treatment in the
different FRNS/SDNS subgroups



Experimental Control

Study Events Total Events Total Odds Ratio OR 95%-Cl
Kingdom of Saudi Arabia, 2020[19] 14 19 8 27 —e 6.65 [1.79; 24.73]
Canada, 2011[37] 21 27 2 27 —T———— 43.75 [7.97, 240.02]
Common effect model 46 54 - 15.71 [5.72; 43.16]
Random effects model — | 15.99 [4.58; 55.79]

I T T T

Heterogeneity: /> = 66%, ° = 0.2638, p = 0.09
001 01 1 10 100

Figure 11 Meta-analysis of 3-month steroid withdrawal rate of RTX treatment compared with other

immunosuppressants in FRNS/SDNS

Experimental Control
Study Events Total Events Total Odds Ratio OR 95%-Cl
India, 2018[14] 55 59 46 58 |——'— 3.59 [1.08; 11.88]
UK, 2016[33] 36 42 67 79 — 1.07 [0.37; 3.10]
Common effect model 101 137 ﬁ; 1.93 [0.87; 4.29]
Random effects model : 1.93 [0.87; 4.29]

I T 1
0.1 05 1 2 10

Heterogeneity: I° = 54%, t° =0, p = 0.14

Figure 12 Meta-analysis of 1-year steroid withdrawal rate of RTX treatment compared with other

immunosuppressants in FRNS/SDNS

Study Events Total Proportion 95%-Cl
Pakistan, 2016[23] 17 17 E — 1.00 [0.80; 1.00]
UK, 2013[28] 2 L 0.29 [0.04;0.71]
Italy, 2013[31] 25 46 —'—?— 0.54 [0.39;0.69]
Common effect model 70 {C'?-’ 0.63 [0.51; 0.73]
Random effects model —— 0.76 [0.15; 0.98]

Heterogeneity: 1~ = 0%, 1% = 5.0336, p =047

1 metamedian)
data <- data.frame (study=c(

min.vals <- c(
gl.vals

med.vals c(l
g3.vals <- c(NB,
max.vals <- c(48
n.vals <- c(
sd.vals <- c
mean.vals <- c(NZ,

ge (min.gl=min.vals,qgl.gl=qgl.vals,med.gl=med.vals,g3.gl=g3.vals,
max.gl=max.vals,mean.gl=mean.vals,sd.gl=sd.vals,n.gl=n.vals)

151 (TopLevel)

Console  Terminal -~ Background Jobs

© R422 ~im

Random-Effects Model (k = 9; tau”2 estimator: REML)

tau~2 (estimated amount of total heterogeneity): 12.9231 (SE = 8.7582)
tau (square root of estimated tau~2 value): 3.5949

I~2 (total heterogeneity / total variability): 82.88%

H~2 (total variability / sampling variability): 5.84

Test for Heterogeneity:
Q(df = 8) = 44.1714, p-val < .0001

Model Results:
estimate se zval pval ci.lb ci.ub

9.8911 1.4054 7.0380 <.0001 7.1366 12.6456 ***

Signif. codes: 0 ‘¥**’ 0_001 ‘**’ Q.01 ‘*’ 0.05 ‘.” 0.1 ‘" 1

Figure 14 Processes of meta-analysis of the median time to first relapse of RTX treatment in
FRNS/SDNS+ with a follow-up of > 12 months



Pooled effect size Heterogeneity evaluation
Method -
point 95%CI 95%CI 2 P Q
estimate lower bound upper bound
QE 9.89 7.14 12.65 12.92 82.88% 44.17

Figure 15 Results of meta-analysis of the median time to first relapse of RTX treatment in
FRNS/SDNS+ with a follow-up of > 12 months

Studies included: 3
Participants included: Unknown

Meta-analysis pooling of aggregate data
using the fixed-effect inverse-variance model

group and study exp(b) [95% Conf. Interval] % Weight
RTX vs Others
India, 2018[14] 1.370 1.117 1.680 73.60
Kindom of Saudi Arabia, 2020[19] 0.913 0.530 1.572 10.40
Subgroup effect 1.303 1.076 1.577 84.00
With RTX vs Without RTX
Italy, 2015[13] 15.333 9.892 23.767 16.00
Subgroup effect 15.333 9.892 23.767 16.00
Overall effect 1.933 1.622 2.303 100.00
Tests of effect size = 1:
RTX vs Others z= 2.710 p = 0.007
With RTX vs Without RTX z = 12.209 p = 0.000
Overall z = 7.368 p = 0.000
Cochran Q statistics for heterogeneity

Value df p-value
RTX vs Others 1.87 1 0.171
With RTX vs Without RTX 0.00 2] .
Overall 104.00 2 0.000
Between 102.13 1 0.000
Between:Within (F) 54.48 1, 1 0.086

Figure 16 Meta-analysis of the median time to first relapse of FRNS/SDNS- treated with 1-2 doses
RTX compared with the different control groups at 12-month follow-up




Weight Weight

Study Events Total Proportion 95%-Cl (common) (random)
Japan, 2014[12] 17 24 i —&— 0.71 [0.49;0.87] 6.7% 7.2%
India, 2011[20] 5 10 R e e — 0.50 [0.19;0.81] 29% 5.0%
US, 2018[21] 6 10 —_— 0.60 [0.26;0.88] 2.9% 5.0%
China, 2018[22] 10 20 —i——°— 0.50 [0.27;0.73] 5.6% 6.8%
Pakistan, 2016[23] 10 17 T 0.59 [0.33;0.82] 4.8% 6.4%
German, 2012[24] 4 16 —*—i—— 0.25 [0.07;0.52] 4.5% 6.2%
India, 2018[27] 8 18 — 0.44 [0.22;0.69] 5.0% 6.5%
French, 2019[29] 5 18 ———F+—— 0.28 [0.10;0.53] 5.0% 6.5%
India, 2014[32] 12 85 —— E 0.14 [0.08; 0.23] 23.3% 9.4%
218 == 0.34 [0.27; 0.40] 60.5% -

%:} 0.42 [0.28; 0.57] - 58.9%

Italy, 2015[13] 5 14 — 0.36 [0.13;0.65] 3.9% 59%
Italy, 2022[18] 2 15 —*—i— 0.13 [0.02; 0.40] 42% 6.0%
China, 2018[22] 7 14 —_—— 0.50 [0.23;0.77] 3.9% 5.9%
German, 2012[24] 10 21 —i—*—— 0.48 [0.26;0.70] 5.9% 6.9%
Japan, 2017[25] 14 43 — 8 0.33 [0.19;0.49] 11.8% 8.4%
French, 2019[29] 15 35 e 0.43 [0.26;0.61] 9.7% 8.0%
142 <i|:> 0.37 [0.29; 0.45] 39.5% -

- 0.37 [0.28; 0.46] - MM1%

Common effect model 360 == 0.35 [0.30; 0.40] 100.0% -
Random effects model — 0.40 [0.30; 0.50] -- 100.0%

T 1T 1

Heterogeneity: I* = 72%, 1° = 0.0211, p < 0.01 20.2 04 06 08
Test for subgroup differences (common effect): ¥, = 0.35, df = 1 (p = 0.55)
Test for subgroup differences (random effects): y; =0.43, df =1 (p = 0.51)

Figure 17 Meta-analysis of 1-year relapse rate of first course of RTX treatment at dose of 375 mg-m™
in FRNS/SDNS+ treated with 1 or 2-4 doses

Weight Weight

Study Events Total Proportion 95%-Cl (common) (random)
India, 2018 [14] 6 60 —'——E—- 0.10 [0.04;0.21] 52.2% 31.1%
India, 2022[16] 9 20 i —_—F 0.45 [0.23;0.68] 17.7% 23.9%
Kingdom of Saudi Arabia, 2020 [19] 3 19 —%F— 0.16 [0.03;0.40] 16.8% 23.5%
99 P 0.16 [0.09; 0.25] 86.6% -
-il'} 0.21 [0.05; 0.44] - 785%
Iltaly, 2020 [15] 2 15 —*-%—— 0.13 [0.02;0.40] 13.4% 215%
Common effect model 114 <:> 0.16 [0.09; 0.24] 100.0% -
Random effects model —_— 0.19 [0.06; 0.36] - 100.0%
T T 1T T 1
Heterogeneity: 12 = 70%, t° = 0.0226, p = 0.02 01 02 03 04 05 06

Test for subgroup differences (common effect): 3> = 0.05, df = 1 (p = 0.83)
Test for subgroup differences (random effects): 3 = 0.23, df = 1 (p = 0.63)

Figure 18 Meta-analysis of 1-year relapse rate of first course of RTX treatment at dose of 375 mg-m™
in FRNS/SDNS- treated with 1 or 2-4 doses



Weight Weight

Study Events Total Proportion 95%-Cl (common) (random)
Japan, 2014[12] 17 24 —— 0.71 [0.49;0.87] 9.6% 9.7%
German, 2012[24] 4 15 —— 0.27 [0.08;0.55] 6.0% 77%

39 —— 0.54 [0.38; 0.70] 15.6%

0.50 [0.10; 0.89] 17.4%

|

ltaly, 2022[18] 2 15 0.13 [0.02:0.40] 60%  77%
US, 2018[21] 6 10 e 0.60 [0.26- 0.88] 41%  61%
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Figure 19 Meta-analysis of 1-year relapse rate of first course of RTX treatment at dose of 375 mg-m™
in FRNS/SDNS+ treated with 1-2 or 3-4 doses

Studies included: 2
Participants included: Unknown

Meta-analysis pooling of aggregate data
using the fixed-effect inverse-variance model
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Figure 20 Meta-analysis of the time to first relapse of RTX + MMF in FRNS/SDNS
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Figure 21 Meta-analysis of relapse rate of RTX + MMF compared with RTX + placebo/
immunosuppressant withdrawal or RTX + CsA in FRNS/SDNS+ with a follow-up of > 12 months

Experimental Control Weight Weight
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Figure 22 Meta-analysis of steroid dose of RTX + MMF compared with RTX + placebo/
immunosuppressant withdrawal in FRNS/SDNS+ with a follow-up of > 12 months
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Figure 23 Meta-analysis of B-cell depletion rate at 1 week after the first dose of RTX treatment in
FRNS/SDNS+
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Figure 24 Meta-analysis of relapse rate of FRNS/SDNS treated with first course of RTX during B-cell
depletion
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Figure 25 Processes of meta-analysis of the median time to B-cell reconstitution(>1%) of s single dose
of RTX treatment in FRNS/SDNS+

Pooled effect size Heterogeneity evaluation
Method 95%CI 95%CI
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Figure 26 Results of meta-analysis of the median time to B-cell reconstitution(>1%) of s single dose of




RTX treatment in FRNS/SDNS+
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Figure 27 Meta-analysis of the median time to B-cell reconstitution(>1%) of 4 doses of RTX treatment
in FRNS/SDNS
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Figure 28 Processes of meta-analysis of the median time to B-cell reconstitution(>3%) of s single dose
of RTX treatment in FRNS/SDNS

Pooled effect size Heterogeneity evaluation

Method 95%Cl 95%CI
. . 0 [} 2 2
Point estimate lower bound upper bound ! ! Q
QE 149.75 132.52 166.98 0 0% 1.41

Figure 29 Results of meta-analysis of the median time to B-cell reconstitution(>3%) of s single dose of
RTX treatment in FRN'S/SDNS
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Figure 30 Meta-analysis of the incidence of serious adverse events of RTX treatment in SSN'S

compared with the different control groups
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Figure 31 Meta-analysis of the incidence of adverse events of RTX treatment in SSNS compared with
the different control groups
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Figure 32 Meta-analysis of the incidence of neutropenia of RTX treatment in SSNS
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Figure 33 Meta-analysis of the incidence of infections of RTX treatment in SSNS compared with the

conventional immunosuppressant control group
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Figure 34 Meta-analysis of the incidence of hypogammaglobulinemia of RTX treatment in SSN'S
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Figure 35 Meta-analysis of the incidence of persistent hypogammaglobulinemia of RTX treatment in

SSNS
Study Events Total Proportion 95%-CI
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Figure 36 Meta-analysis of anti-RTX antibody (ARA) detection rate of RTX treatment in SSNS
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Figure 37 Meta-analysis of the incidence of serum sickness of RTX treatment in SSNS
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Figure 38 Meta-analysis of the incidence of infusion-related reactions of RTX treatment in SSN'S



Planning Proposal of Clinical Practice Guidelines for the Rituximab Treatment
in Children with Steroid-sensitive Nephrotic Syndrome

Developed by the Fudan University GRADE Center and reviewed by the Core
Expert Group

1 Background

Primary nephrotic syndrome (PNS) is the most common glomerular disease in children,
and 80% to 90% of pediatric patients present with steroid-sensitive nephrotic syndrome (SSNS)
following glucocorticoid regimens that are currently recognized by international communities.
Rituximab (RTX) is a human-mouse chimeric anti-CD20 monoclonal antibody!!l. In recent years,
RTX has been gradually applied to the treatment of SSNS children with favorable efficacy.
However, there are still several clinical issues such as inconsistent indications and diverse
treatment and follow-up management options 2. Moreover, there are no consensus or guidelines
on RTX treatment of SSNS children in China and abroad. On the one hand, clinical practice calls
for guidelines on indications, treatments, and follow-up management for the application of RTX in
SSNS children; on the other hand, there are predictable challenges to the development of the
guidelines, such as insufficient and low-quality literature to answer clinical questions and large
gaps between the available literature and the topics of the guidelines.

2 Initiating Institutions
Jointly initiated by the “Pediatric Nephrology Group of Pediatrician Branch of Chinese
Medical Doctor Association”, the "Nephrology Group of Pediatrics Branch of Chinese Medical

Association" and "Fudan University GRADE Center".

3 Purpose

To develop standard guidelines to answer the main clinical questions regarding the indications,

treatments, and follow-up management for the application of RTX in SSNS children.

4 Target Healthcare Professionals

Pediatric nephrologists and nurses.

5 Target Patient Populations

Clinically confirmed SSNS children aged 1 to 18 years.

6 Guideline Development Teams and the Responsibilities



6.1 Core Expert Group Clinical Experts: Professor Xu Hong (Head of Nephrology Group of
Pediatrician Branch of Chinese Medical Doctor Association), Professor Zhang Aihua (Head of
Nephrology Group of Pediatrics Branch of Chinese Medical Association), Professor Xia Zhengkun
(General Hospital of Eastern Theater Command), and Professor Shen Qian (Department of
Nephrology, Children's Hospital of Fudan University); Methodologist: Zhang Chongfan (Fudan

University GRADE Center).

Responsibilities of Core Expert Group: (D Supervise, coordinate, and review the academic and
methodological quality of the guidelines; @ Preside over and organize the working meetings for
the guidelines; 3 Develop the work strategies for the guidelines to control the schedule; @
Organize the discussion on the structure, purpose, target healthcare professionals, target patient
populations, and planning proposal of the guidelines; & Coordinate the construction of guidelines-
related clinical questions; ® Review and confirm the screening, assessment, extraction, and
synthesis of evidences; (@) Coordinate the discussion on the evidence-to-recommendations process;
Review the draft and final versions of the guidelines; © Review and manage the conflicts of
interest and sign the conflict of interest form; Supervise and coordinate the publication,

distribution, and updating of the guidelines.

6.2 Methodology Team Zhang Chongfan, Wang Yingwen, and Wang Huishan (Fudan University
GRADE Center).

6.3 Secretariat Academic Secretaries: Liu Jialu, Shao Leilin (Department of Nephrology,
Children's Hospital of Fudan University), Wang Yingwen (Fudan University GRADE Center), and
Chen Qiuxia (Children's Hospital of Nanjing Medical University); Administrative Secretary: Wang
Huishan (Fudan University GRADE Center).

Responsibilities of Academic Secretaries: (D) Collect guidelines-related clinical questions and
construct the PICO based on significant and limited guidance questions; @ Conduct retrieval,
screening, and bias risk assessment of literature, and create the summary of findings table and
GRADE evidence profile; 3 Prepare systematic assessment and meta-analysis reports; @) Draft
recommendations; &) Write the draft guidelines.

Responsibilities of Administrative Secretary: 1) Complete the guidelines registration and draft
the guidelines planning proposal; @) Collect the Interest Declaration; 3) Develop the schedule as
per the progression of the guidelines, prepare working meetings for the guidelines, record and
maintain meeting information, and draft meeting minutes; 4) Develop the questionnaires as per the
guideline, collect and sort out the questionnaires; 5 Assist in the publication and dissemination of

the guidelines.



6.4 Panel of Experts (Members recommended and invited by the Core Expert Group in no
particular order): Xu Hong, Shen Qian (Children's Hospital of Fudan University), Zhang Aihua
(Children's Hospital of Nanjing Medical University), Mao Jianhua (Children’s Hospital of Zhejiang
University School of Medicine), Jiang Xiaoyun (The First Affiliated Hospital of Sun Yat-sen
University), Liu Cuihua (Henan Children's Hospital), Wang Xiaowen (Wuhan Children's Hospital),
Zhang Ruifeng (Xuzhou Children's Hospital), Xia Zhengkun (General Hospital of Eastern Theater
Command), Wu Yubin (Shengjing Hospital of China Medical University), Bao Ying (Xi'an
Children's Hospital), Shen Tong (Xiamen Maternal and Child Health Care Hospital), Xu Zhiquan
(Hainan Women and Children's Medical Center), Yang Qing (The Second Affiliated Hospital of
Wenzhou Medical University), Zhang Jianjiang (The First Affiliated Hospital of Zhengzhou
University), Zhang Dongfeng (Hebei Children's Hospital), Feng Shipin (Chengdu Women and
Children's Central Hospital), Yu Zihua (Fujian Children's Hospital), Yu Li (Guangzhou First
People's Hospital), Xiao Huijie (Peking University First Hospital), Li Zhihui (Hunan Children's
Hospital), Wang Mo (Children's Hospital of Chongqing Medical University), Guo Yanyan (The
Affiliated Hospital of Inner Mongolia Medical University), Fu Rui (Jiangxi Children's Hospital),
Sun Qing (Qingdao Women and Children's Hospital), Liu Yuling (Boai Hospital of Zhongshan),
Gao Xia (Guangzhou Women and Children's Medical Center), Zhao Bo (Kunming Children's
Hospital Affiliated to Kunming Medical University), Bai Haitao (The First Affiliated Hospital of
Xiamen University), Shao Xiaoshan (Guiyang Maternal and Child Health Care Hospital/Guiyang
Children's Hospital), Yu Lei (Urumgqi Children's Hospital), Huang Chunlin (Maternity and Child
Health Care of Guangxi Zhuang Autonomous Region), Zhang Bili (Tianjin Children's Hospital),
Zhao Lijun (Children's Hospital of Shanxi), Liang Lijun (General Hospital of Ningxia Medical
University), Xing Xuehua (Qinghai Province Women and Children's Hospital), Cai Shaojiang
(Harbin Children's Hospital), and Ren Hong (Ruijin Hospital, Shanghai Jiao Tong University School
of Medicine)

Responsibilities of Panel of Experts: (D Participate in the discussion of topic selection and
voting on the priority of clinical questions; @ Discuss and provide suggestions for
recommendations given in the guidelines based on evidences from the systematic review; 3

Participate in the discussion and voting on the expert consensus in the guidelines.



7 Guideline Registration

The document of the Guidelines is registered in both Chinese and English on the platform of
the Practice Guideline REgistration for transPAREncy (PREPARE), with a registration number as

IPGRP-2022CN361.

8 Declaration and Management of Conflicts of Interest

Both experts and secretaries invited to participate in the development of the guidelines should
sign the conflict of interest form, and they should make a declaration and update the conflict of
interest form in case any conflict of interest is identified.

The Steering Group will review any potential conflicts of interest involved in the development
of the guidelines. The Steering Group will persuade stakeholders to withdraw in case of a major
conflict of interest that potentially poses a higher risk of bias or compromise the credibility of the
recommendations in the Guidelines. The declaration of conflict of interest, as well as any conflicts
of interest involved in the development of the Guidelines and its management, will be described in

the published Guidelines.

9 Methodology for Developing Guideline

The following tools will be followed and referenced: WHO Handbook for Guideline
Development (2014 Edition) [*land The Grading of Recommendations Assessment, Development
and Evaluation (GRADE) 41,

10 Construction of Guideline Topics and Identification of Significant Outcomes

10.1 Construction of Guideline Topics
10.1.2 Preliminary Construction of Guideline Topics Preliminary survey on guideline topics will
be conducted from May 25, 2022 to June 8, 2022. According to the preliminary survey results, the
topics of the guidelines will be summarized and integrated from June 10, 2022 to June 17, 2022 to
construct PICO, respectively.

Construction of overall PICOS:

P1: SSNS children aged 1 to 18 years

P2: SSNS children aged 1 to 18 years and treated with RTX

P3: SSNS children aged 1 to 18 years with disease relapse after RTX treatment



I1: RTX

12: Glucocorticoids or immunosuppressants [mycophenolate mofetil (MMF) or calcineurin
inhibitor (CNI)]

13: Consolidation therapy (re-use of RTX or MMF or CNI)

Cl: MMF

C2: CNI

C3: Blank control or placebo

O1: Relapse-free survival (follow-up > 3 months)

02: Glucocorticoid dosage (follow-up >3 months)

03: Time to glucocorticoid withdrawal

04: Quality of life (follow-up >1 year)

O5: Depletion of CD20+/CD19+ B cells

06: Increase in urine protein or repletion of CD20+/CD19+ B cells (follow-up >3 months)

S1: RCT

S2: NRSI

S3: Case series report

S4: Cost analysis method, cost-effectiveness analysis, cost-utility analysis, and cost-benefit
analysis
10.1.2 Prioritization of Clinical Questions A questionnairing on the priority of 9 clinical questions
(Table 1) will be conducted in the Panel of Experts, with the assessment of the priority of each
clinical question based on the International Guideline Development Credentialing & Certification
Program (INGUIDE). The assessors will judge the consistency of each question with their clinical
practice by scoring 0 for Uncertain, 1 for Yes, and -1 for No. The clinical questions with higher

scores will be given a higher priority.

Table 1 Assessment of Priority of Clinical Questions

Question Score

(I this question common in clinical practice? Uncertain;  Yes; No
(@)1 there any uncertainty about this question in clinical practice? Uncertain;  Yes; No
(®Has this question not been answered before? Uncertain;  Yes; No
(@This question has been asked, but there was little or poor-quality evidence at the time. Is there any new evidence to Uncertain;  Yes; No
answer it now?

(®Does this question vary widely in clinical practice (possible differences include but are not limited to different clinical Uncertain;  Yes; No
settings, no recommendations, and insufficiently clear recommendations)?

(®Does this question pose a significant impact on resource accessibility, resource utilization, and cost? Uncertain;  Yes; No

11 Literature Retrieval



11.1 Database English database: Pubmed, Embase, Cochrane Library, and Scopus; Chinese
database: SinoMED.

11.2 Period January 1, 2004 to June 22, 2022.

11.3 Languages Chinese and English.

11.4 Keywords and Search Query Preliminary search prompts that there is a great risk of
incomplete retrieval of literature when constructing the search query with topic PICO, while a
maximum of 3,000 documents can be retrieved from 5 databases in Section 11.1 when constructing
the search query with P (P1-3) and I (I1-3), ensuring sufficient retrieval of literature, and the
workload of literature screening is acceptable.

11.5 Supplementary Literature Retrieval of relevant references in the systematic review/meta-

analysis and duplicate checking of retrieved literature will be performed as a supplement.

12 Literature Screening

12.1 Preliminary Screening of Titles and Abstracts: The Core Expert Group will establish the
inclusion and exclusion criteria for the preliminary screening of titles and abstracts by reviewing
not less than 5% of the retrieved literature relevant to the topics. The formal preliminary screening
will be independently performed by 2 reviewers to classify literature as "included", "excluded", or
"pending". The pending literature will be discussed and decided by the Core Expert Group in a
meeting.

12.2 Full-text Screening The preliminarily screened literature will proceed to the full-text screening
independently performed by 2 reviewers to classify literature as "included", "excluded", or
"pending". If two reviewers reach a unanimous decision, the literature will be handled as
"included" or "excluded"; in case of conflicting decisions by two reviewers, the third reviewer will
determine the fate of the literature; for the pending literature, it will be subject to judgment by the
third reviewer for inclusion or exclusion. If the third reviewer assigned by the Core Expert Group
fails to give a conclusive decision, the literature will be discussed and judged with the Steering

Group.

13 Evidence Extraction

At least 5% of the included literature will be selected for preliminary extraction by the literature



extraction reviewers to create an extracted data table. Two evidence extraction reviewers will extract
the literature. In case of any disagreement, the reviewer who is a member of the Core Expert Group
will make a decision, otherwise, it will be submitted to the Core Expert Group for discussion and

judgment.

14 Evidence Synthesis

The Methodology Team will train the Academic Secretaries on the systematic review/meta-

analysis and conduct the systematic review/meta-analysis as necessary.

15 Quality Assessment of Body of Evidence

The Methodology Team will train the Academic Secretaries on the assessment of a body of
evidence. Types of literature possibly involved in this guideline: In order to assess the risk of bias,
RoB 2551 will be utilized for RCTs, ROBINS-I%l will be utilized for non-RCTs, and Quality of Health

Economic Studies (QHES) "1 will be utilized for health economics studies.

16 Generation of GRADE Evidence Profile

The GRADE evidence profile will be prepared by the Academic Secretaries under the

organization of the Methodology Team and will be validated by the Core Expert Group.

17 Evidence Grading and Evidence-to-Recommendations Process

The quality of evidence and strength of recommendations will be assessed as per the GRADE
system. Using the GRADE Evidence-to-Decision (EtD) frameworks 8! and considering various
aspects such as the priority of clinical questions, beneficial effects of evidence, adverse effects of
evidence, quality of evidence, values (views of parents of pediatric patients), tradeoffs between
benefits and harms, costs and the quality of evidence thereof, cost-effectiveness, fairness,
acceptability, and feasibility, the Core Expert Group will implement multiple Delphi rounds to reach
a consensus on the recommendations and clarify the strength of recommendations. In the process,
there should be sufficient opportunity and time available for minority opinions to be expressed. If >
90% of experts approve in each Delphi round, it is considered to reach a consensus. When the

available evidence is deemed insufficient to answer clinical questions, recommendations can be



generated through indirect evidence or consensus of the Expert Group.

17 Funding

To be determined.

18 Guideline Writing

The Methodology Team will coordinate with the Academic Secretaries to develop the draft
guideline with reference to the RIGHT items Pl. The draft will then be submitted for discussion and

confirmation by the Core Expert Group.

19 External Review

The external review of the guidelines will involve the participants who are interested in it but
not directly engaged in its development, such as clinical experts, public health economists, guideline
development methodologists, and parents of pediatric patients. The external reviewers will assess
the guidelines from various professional perspectives and put forward opinions. If there are
significant doubts about one or more recommendations, the Core Expert Group should meet to

discuss and resolve such questions.

20 Publication and Updating of Guideline

The final guideline is expected to be published in the Chinese Journal of Evidence-Based

Pediatrics. Considering the update of evidence, it is planned to revise the guidelines in 3 years.

21 Dissemination, Implementation, and Assessment of Guideline

After the official publication of the guidelines, (U it will be interpreted at relevant academic
conferences; @ a post-implementation effect study will be conducted as per the primary outcomes

in the guidelines.
22 Schedule of Guideline Development

Table 2 Schedule of Guideline Development

Topics Description Time Responsible Person
(weeks)
Planning of Guideline 1

Preliminary Preliminary survey of guideline topics and initial development Core Expert Group +



construction of guideline

of a list of clinical questions

Panel of Experts

topics
Target healthcare  Pediatric nephrologists and nurses Core Expert Group +
professionals Panel of Experts
Target patient  Clinically confirmed SSNS children aged 1 to 18 years Core Expert Group +
populations Panel of Experts
Methodology WHO Handbook for Guideline Development (2014 Edition) Core Expert Group +
and RIGHT (Reporting Items for practice Guidelines in Panel of Experts
Healthcare) Checklist (Version 2.0)
Establishment of  Establishment of Core Expert Group (Secretariat), Panel of 1 Core Expert Group
Guideline Development Experts and External Reviewer Group and definition of their
Group responsibilities
Prioritization of Clinical List of clinical questions - Important questions 1 Core Expert Group +
Questions and Retrieval PICO construction, database retrieval, keywords, and search Panel of Experts +
of Evidence query Secretariat
Literature Screening Preliminary screening by title and abstract review and 3 Core Expert Group +
screening by full-text review Secretariat
Bias Risk Assessment of Systematic review: AMSTAR 2; RCT: ROB 2; non-RCT, 2 Core Expert Group +
Literature cohort study, case-control study: ROBINS-I; cross-sectional Methodology Team +
study: AHRQ Secretariat
Generation of GRADE Pooling of evidence or a body of evidence 1 Core Expert Group +
Evidence Profile Methodology Team +
Secretariat
Evidence-to- GRADE EtD frameworks and Delphi rounds 2 Core Expert Group +
Recommendations Methodology Team +
Secretariat
Guideline Writing Guidelines drafted by the Secretariat and refined by the Panel 2 Core Expert Group +
of Experts Methodology Team +
Secretariat
External Review Peer review by correspondence 1 External ~ Reviewer
Group
Finalization of Guideline  Finalization of the guidelines after refining recommendations 1 Core Expert Group +
as per external review feedback Panel of Experts +
Secretariat
Total 15
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Selection of Clinical Topics of the Rituximab Guidelines

List of Clinical Topics

Does RTX improve clinical outcomes in children aged 1-18 years with SSNS compared with
other immunosuppressants or blank/placebo control?

What are the effects on clinical outcomes of different steroid or immunosuppressant
discontinuation regimens in children aged 1-18 years with SSNS after RTX treatment?

Is it feasible to take peripheral CD19+/CD20+ B cell count as a monitoring indicator in
children aged 1-18 years with SSNS after RTX treatment?

Is it feasible to take peripheral CD19+/CD20+ B cell count as a relapse predictor in children
aged 1-18 years with SSNS after RTX treatment?

What are the effects on clinical outcomes of consolidation therapy in children aged 1-18
years with SSNS after RTX treatment?

What are the effects on clinical outcomes of repeated RTX treatment in children aged 1-18
years with SSNS relapsing after RTX treatment?

What is the cost-effectiveness of RTX treatment in children aged 1-18 years with SSNS?
What is the incidence of adverse events (including allergies, infections, hypoleukocytosis
and hypogammaglobulinemia, etc) in RTX treatment (first use and second use) of children
with SSNS?

What measures should be taken to prevent RTX-induced adverse reactions (first use and

second use)?



Construction of Overall PICOS

P1: SSNS children aged 1 to 18 years

P2: SSNS children aged 1 to 18 years and treated with RTX

P3: SSNS children aged 1 to 18 years with disease relapse after RTX treatment
[1: RTX

[2: Glucocorticoids or immunosuppressants [mycophenolate mofetil (MMF) or calcineurin
inhibitor (CNI)]

I3: Consolidation therapy (re-use of RTX or MMF or CNI)

C1: MMF

C2: CNI

C3: Blank control or placebo

O1: Relapse-free survival (follow-up > 3 months)

02: Glucocorticoid dosage (follow-up >3 months)

0O3: Time to glucocorticoid withdrawal

O4: Quality of life (follow-up >1 year)

O5: Depletion of CD20+/CD19+ B cells

O6: Increase in urine protein or repletion of CD20+/CD19+ B cells (follow-up >3 months)
S1: RCT

S2: NRSI

S3: Case series report

S4: Cost analysis method, cost-effectiveness analysis, cost-utility analysis, and cost-benefit

analysis



English Search Details
Cochrane: 2022/06/24 n=141 (trials-129, Cochrane Reviews-12)
1#: MeSH descriptor: [Nephrotic Syndrome] This term only

2#: MeSH descriptor: [Nephrosis, Lipoid] This term only

3#: (( "Nephrotic" and "Syndrome*" ) or ("Lipoid" AND "Nephrose*") or (("Minimal

Change") and ("Disease*" or "Nephropath*" or "Glomerulopath*" or "Nephrotic
Syndrome" or "Glomerulonephriti*")) or ("Kidney" and "Disease*"))

4#: ("steroid" or "Primary" or "corticosteroid" or "sensitive" or "dependent” or
"frequently relapsing” or "refractory"):ti,ab,kw

5#: (#1 or #2 or #3) and #4

6#:MeSH descriptor: [Rituximab] Explode all trees

7#: (("CD20 Antibody" and "Rituximab") or "Mabthera" or ("IDEC-C2B8" and
"Antibody") or "Rituxan" or "GP2013"):ti,ab,kw

8#: MeSH descriptor: [Steroids] This term only

94#: (("Catatoxic" and "Steroids") or "glucocorticoids" or "prednisone” or
"prednisolone"):ti,ab,kw

10#: MeSH descriptor: [Immunosuppression Therapy] Explode all trees

11#: MeSH descriptor: [Immunosuppressive Agents] Explode all trees

12#: (("Immunosuppressant*" or "Immunosuppression” or "Anti-Rejection” or

"Immunosuppressive” or "Antirejection” or "maintenance" or "Combination") and

("Therapy*" or "Agents")) or ("Repeated” and ("doses" or "courses" or

"administration")) or ("concomitant” and ("agents” or "drugs"))



13#: #5 and (#6 or #7 or #8 or #9 or #10 or #11 or #12)
14#: MeSH descriptor: [child] This term only

15#: #13 and #14

- + #1 MeSH descriptor: [Nephrotic Syndrome] this term only MeSH v
-+ #2 MeSH descriptor: [Nephrosis, Lipoid] this term only MeSH v
-+ #3 (( "Nephrotic" and "Syndrome*" ) or ("Lipoid" AND "Nephrose*") or (("Minimal Change") and ("Disease™" or " " or " “ or "Nephrotic " or Limits
"Glomerulonephriti*")) or ("Kidney" and "Disease™")):ti ab,kw
- + #4 ("steroid" or "Primary" or "corticosteroid" or "sensitive" or "dependent" or "frequently relapsing” or "refractory"):ti,ab,kw Limits
with Cochrane Library publication date from Jan 2004 to Jun 2022
-+ #5 (#1 or #2 or #3) and #4 Limits
- 4 #6 MeSH descriptor: [Rituximab] explode all trees MeSH v
-+ #7 (("CD20 Antibody" and "Rituximab") or "Mabthera" or ("lREG-C2B8" and "Antibody") or "Rituxan” or "GP2013"):ti,ab kw Limits
- 4 #8 MeSH descriptor: [Steroids] this term only MeSH v
- + #9 (("Catatoxic" and "Steroids") or "glucocorticoids" or "prednisone” or "prednisolone”):ti,ab kw Limits
— 4 #10  MeSH descriptor: [Immunosuppression Therapy] explode all trees MeSH v
-+ #11 = MeSH descriptor: [Immunosuppressive Agents] this term only MeSH v
-+ #12 (] " or "|mmL " or "Anti-Rejection” or "lmunoss " or " or "maintenance” or "C ") and ("Therapy™" or Limits
"Agents")) or ("Repeated” and ("doses" or "courses" or "administration")) or ("concomitant” and ("agents” or "drugs"))):ti,ab,kw
= 4 #13 | #5and (#6 or #7 or #8 or #9 or #10 or #11 or #12) Limits
with Cochrane Library publication date from Jan 2004 to Jun 2022, in Cochrane Reviews, Cochrane Protocols, Trials, Clinical Answers, Editorials and Special Collections
= 4+ | #14  MeSH descriptor: [Child] explode all trees MeSH v
#13 and #14 ‘ | Limits ‘ | 141 ‘

with Cochrane Library publication date from Jan 2004 to Jun 2022



Embase: 2022/06/26 n=1729

(‘frequently relapsing nephrotic syndrome’/exp OR 'steroid sensitive nephrotic
syndrome'/exp OR 'steroid dependent nephrotic syndrome'/exp OR 'refractory
nephrotic syndrome’/exp OR 'minimal change disease'/exp OR 'corticosteroid
dependent nephrotic syndrome' OR 'primary nephritic syndrome’ OR 'nephrotic
syndrome'/exp OR ‘idiopathic nephrotic syndrome’) AND ('child'/de OR
'infant'/de) AND (‘rituximab'/exp OR 'abp 798" OR 'abp798' OR 'blitzima' OR 'ct
p10' OR 'ctp10’' OR 'gp 2013' OR 'gp2013' OR 'halpryza' OR 'hix 01" OR 'hIx01' OR
'ibi 301" OR 'ibi301' OR 'idec 102" OR 'idec c2b8' OR 'idec102' OR 'idecc2b8' OR
'mabthera’ OR 'mk 8808' OR 'mk8808' OR 'monoclonal antibody idec c2b8' OR "pf
05280586' OR 'pf 5280586' OR 'pf05280586' OR 'pf5280586' OR 'r 105" OR 'r105'
OR 'reditux' OR 'rg 105' OR 'rg105' OR 'riabni' OR 'ritemvia' OR 'ritucad’ OR
'ritumax’ OR 'rituxan’ OR 'rituximab' OR 'rituximab abbs' OR 'rituximab arrx' OR
'rituximab pvvr' OR 'rituximab-abbs' OR 'rituximab-arrx' OR 'rituximab-pvvr' OR
'rituxin’ OR 'rituzena’ OR 'rixathon’ OR 'riximyo' OR 'ro 452294' OR 'r0452294' OR
'rtxm 83" OR 'rtxm83' OR 'ruxience’ OR 'truxima' OR 'tuxella’ OR
'immunosuppressive treatment'/mj OR 'immune depressive therapy' OR 'immune
suppression’ OR 'immuno suppression' OR 'immuno suppressive treatment' OR
'immunosuppression’ OR 'immunosuppression therapy' OR 'immunosuppression,
active' OR 'immunosuppressive therapy' OR 'immunosuppressive treatment' OR
'transplantation reaction inhibition' OR 'immunosuppressive agent'/mj OR 'drug,

immunosuppressive' OR 'immune suppressant’ OR 'immuno suppressive drug' OR



'immunodepressant’ OR 'immunodepressant agent' OR 'immunosuppressant’ OR
'immunosuppressant agent' OR 'immunosuppressant drug' OR
'immunosuppressive agent' OR 'immunosuppressive agents' OR
'immunosuppressive drug' OR 'immunosuppressive substance' OR
‘immunosuppressives' OR 'immunosuppressor' OR 'maintenance
immunosuppression' OR 'maintenance therapy'/de OR 'drug maintenance' OR
'maintenance therapy' OR 'maintenance treatment’' OR 'therapy, maintenance’ OR
'steroid'/de OR 'cyclosteroids' OR 'steroid’ OR 'steroid compound' OR 'steroid
derivative' OR 'steroidal compound' OR 'steroids' OR 'steroids, brominated' OR

'steroids, chlorinated’) AND [2004-2022]/py AND [embase]/lim



Pubmed: 2022/06/26 n=822

((( "Nephrotic Syndrome"[Mesh] OR "Nephrosis, Lipoid"[Mesh] OR "Kidney
Diseases"[Mesh] ) OR ( "Nephrotic"[All Fields] AND "Syndrome*"[All Fields] ) OR
("Lipoid"[All Fields] AND "Nephrose*"[All Fields]) OR (("Minimal Change"[All
Fields] AND ("Disease*"[All Fields] OR "Nephropath*"[All Fields] OR
"Glomerulopath*"[All Fields] OR "Nephrotic Syndrome"[All Fields] OR
"Glomerulonephriti*"[All Fields])) OR ("Kidney"[All Fields] AND "Disease*"[All
Fields])) AND ((("steroid"[All Fields] OR "Primary"[All Fields] OR "corticosteroid"[All
Fields]) AND ("sensitive"[All Fields] OR "dependent"[All Fields])) OR "frequently
relapsing"[All Fields] OR "refractory"[All Fields]))) AND ((("Rituximab"[Mesh] OR
("CD20 Antibody"[All Fields] AND "Rituximab"[All Fields]) OR "Mabthera"[All
Fields] OR ("IDEC-C2B8"[All Fields] AND "Antibody"[All Fields]) OR "Rituxan"[All
Fields] OR "GP2013"[All Fields])) OR (("Steroids"[Mesh] OR ("Catatoxic"[All Fields]
AND "Steroids"[All Fields]) OR "glucocorticoids"[All Fields] OR "prednisone"[All
Fields] OR "prednisolone"[All Fields])) OR ((("Immunosuppression Therapy"[Mesh]
OR "Immunosuppressive Agents"[Mesh] OR "Immunosuppressant*"[All Fields] OR
("Immunosuppression”[All Fields] OR ("Anti-Rejection"[All Fields] OR
"Immunosuppressive"[All Fields] OR "Antirejection"[All Fields] OR
"maintenance"[All Fields]) AND ("Therapy*"[All Fields] OR "Agents"[All Fields])))
OR ("Repeated"[All Fields] AND ("doses"[All Fields] OR "courses"[All Fields] OR
"administration"[All Fields] ))OR ("concomitant"[All Fields] AND ("agents"[All

Fields] OR "drugs"[All Fields]))))) Filters applied: Child: birth-18 years.2004 F£E%



Scopus: 2022/06/26 n=1163

TITLE-ABS-KEY(( "Nephrotic Syndrome" OR "Nephrosis, Lipoid" OR "Kidney
Diseases" OR ("Minimal Change" AND ("Disease*" OR "Nephropath*" OR
"Glomerulopath*" OR "Nephrotic Syndrome" OR "Glomerulonephriti*"))) AND ((
("corticosteroid " OR "steroid") AND ("sensitive” OR "dependent")) OR "Idiopathic”
OR "Primary" OR "frequently relapsing” OR "refractory") AND ("Rituximab" OR
("CD20 Antibody" AND "Rituximab") OR "Mabthera" OR ("IDEC-C2B8" AND
"Antibody") OR "Rituxan" OR "GP2013" OR "Steroids" OR "Immunosuppression
Therapy" OR "Immunosuppressive Agents" OR "Immunosuppressant*" OR
"Immunosuppression” OR (("Anti-Rejection” OR "Immunosuppressive” OR
"Antirejection” OR "maintenance") AND ("Therapy*" OR "Agents")) OR
("Repeated” AND ("doses" OR "courses" OR "administration" )) OR ("concomitant”
AND ("agents" OR "drugs"))) AND ("child*" or "infant*" or "preschool*")) AND

PUBYEAR AFT 2004 AND ( LIMIT-TO ( DOCTYPE, "ar"))



Chinese Search Details
SinoMed: 2022/06/24 SinoMed=487
("BUR"[#FI5PER] OR "SEEBRL [HFAFER] OR "SIkt (MR OR RS
"[HFAZER] OR "SASR " [HFITER] OR "MA" [HAFR]) AND ("SRtaiit (HA=H]
OR "ISfs4ATE" [FAT1H] OR "#HUIVRES ISR [ FIFER] OR "S5, A" [ERTIE]) AND
("FUSEE " [(HFITPER] OR "£B4" [HFIFR] OR "FIZLE S HAFR] OR "L
#i CD20 HifA" [FAFER] OR "GP2013"[3F3ER] OR "IDEC-C2B8" [#FI57ER] OR
"Rituximab" (3 FI=7E}] OR "Rituxan' [3FE=7ER}] OR "FIZz &  [+5%i] OR "iXFIE
"[#FZER] OR "EFAT" [ FA=ER] OR "Riils!" [HFAZER OR "ESA [MAT
F2] OR "FUE"[3FAFER] OR "&F %" [ AFER] OR "MEREME"[HAFER] OR "f7
T2 [HFFER]) AND ("S8)L, 74" MS4EA] OR 22 LHSER] OR "JLE, SHRET" MSAE

i7] OR JLE[FER] OR BVFEMHER]) AND ASK[HFER] AND 2004-2022[HEHA]



Version 2 of the Cochrane risk-of-bias assessment tool for randomised trials (RoB 2.0)

Bias domain Signalling questions* No.17 No.14 No.12 No.16 No.13 | No.41 No.59 No.15 No.37 No.18
1.1 Was the allocation sequence
Y Y Y Y Y Y Y Y Y Y
random?
1.2 Was the allocation sequence
1 Bias arising | concealed until participants were NI Y NI Y Y Y NI Y Y Y
from the the | enrolled and assigned to interventions?
randomization | 1.3 Did baseline differences between
process intervention groups suggest a problem N N N N N PN N PN PN PN
with the randomisation process?
some some some
Risk-of-bias judgment Low Low Low Low Low Low Low
concerns concerns concerns
2.1 Were participants aware of their
. . . . . Y Y N Y Y Y
assigned intervention during the trial?
. 2.2 Were carers and people delivering
2 Bias due to ) . -
L. the interventions aware of participants' Y Y N Y Y Y
deviations . . . . .
assigned intervention during the trial?
from the
. 23 If Y/PY/NI to 21 or 2.2: Were
intended . . .
. ] important nonprotocol interventions Y Y NA PY PY PY
interventions ) .
balanced across intervention groups?
(effect of —
. 2.4 If Y/PY to 2.3: Were these deviations
adhering to | _ N N N PN PN PN
. ) likely to have affected the outcome?
intervention)
2.5 Was there non-adherence to the
assigned intervention regimen that Y Y Y Y Y Y

could have affected participants’




outcomes?

2.6 If N/PN/NI to 2.3, or Y/PY/NI to 2.4 or
2.5 Was an appropriate analysis used to

. _ NA NA NA NA NA NA
estimate the effect of adhering to
intervention?
some some some
Risk-of-bias judgment Low Low Low
concerns | concerns | concerns
3.1 Were participants aware of their
. . . . . Y Y N Y Y N Y Y Y Y
assigned intervention during the trial?
3.2 Were carers and people delivering
the interventions aware of participants' Y Y N Y Y N Y Y Y Y
assigned intervention during the trial?
3.3 If Y/PY/NI to 3.1 or 3.2: Were there
3 Bias due to o .
deviations from the intended
deviations . . NI PN PN PN NI NA NI NI NI NI
intervention that arose because of the
from the .
trial context?
intended —
. . 3.4 If Y/PY to 3.3: Were these deviations
interventions . / NA / NA / NA / NA NA NA
likely to have affected the outcome?
(effect of — -
. 3.5 Were these deviations from intended
assignment to | . / NA / NA / NA / NA NA NA
] . intervention balanced between groups?
intervention) - -
3.6 Was an appropriate analysis used to
estimate the effect of assignment to Y Y Y Y Y PY PN PY PY PY
intervention?
3.7 If N/PN/NI to 3.6: Was there potential
for a substantial impact (on the result) of / NA / NA / NA PN NA NA NA

the failure to analyse participants in the




group to which they were randomized?

. L. some some some some some some
Risk-of-bias judgment Low Low Low Low
concerns concerns concerns | concerns | concerns | concerns
4.1 Were data for this outcome available
for all, or nearly all, participants N Y Y Y Y Y Y Y PN PN
randomized?
4.2 If N/PN/NI to 4.1: Is there evidence
that the result was not biased by missing N NA / NA / NA / NA PN PN
4 Bias due to | outcome data?
missing 4.3 If N/PN to 4.2: Could missingness in
. NI NA / NA / NA / NA PY PY
outcome data | the outcome depend on its true value?
44 If Y/PY/NI to 4.3: Is it likely that
missingness in the outcome depended PN NA / NA / NA / NA PN PN
on its true value?
. L. some some some
Risk-of-bias judgment Low Low Low Low Low Low Low
concerns concerns | concerns
5.1 Was the method of measuring the
. . N N N N N N N PN PN PN
outcome inappropriate?
5.2 Could measurement or
5 Bias in | ascertainment of the outcome have N N N N N PN N PN PN PN
measurement | differed between intervention groups?
of the | 5.3 If N/PN/NI to 5.1 and 5.2: Were
outcome outcome assessors aware of the
. , , Y Y N Y Y N Y Y Y Y
intervention  received by  study
participants?
5.4 If Y/PY/NI to 5.3: Could assessment PN NI / NI PN NA PN PN PN PN




of the outcome have been influenced by
knowledge of intervention received?

5.5 If Y/PY/NI to 5.4: Is it likely that

assessment of the outcome was

. . . / PN / PN / NA / NA NA NA
influenced by knowledge of intervention
received?
. L. some some some some some
Risk-of-bias judgment Low Low Low Low Low
concerns concerns concerns | concerns | concerns
6.1 Were the data that produced this
result analysed in accordance with a
prespecified analysis plan that was Y Y Y Y Y Y Y PY PY N
finalised before unblinded outcome data
were available for analysis?
6.2 Is the numerical result being assessed
6 Bias in | likely to have been selected, on the basis
selection  of | of the results, from: multiple eligible
N N N N N N N N N Y
the reported | outcome measurements (eg, scales,
result definitions, time points) within the
outcome domain?
6.3 Is the numerical result being assessed
likely to have been selected, on the basis
. . N N N N N N N PN PN Y
of the results, from: multiple eligible
analyses of the data?
Risk-of-bias judgment Low Low Low Low Low Low Low Low Low High
. . some some some some some some some some .
Overall bias | Low/High/Some concerns Low High
concerns | concerns | concerns | concerns | concerns concerns | concerns | concerns




Y=yes; PY=probably yes; PN=probably no; N=no; NA=not applicable; NI=no information.
*Signalling questions for bias due to deviations from intended interventions relate to the effect of assignment to intervention.




Assessing risk of bias in non-randomised studies of interventions (ROBINS-I)

Bias domain

Signalling questions

No.23

No.31

No.33

No.32

No.30

No.19

No.20

No.21

No.43

No.65

No.42

No.44

No.51

No.27

1 Bias due to

confounding

11 Is there potential for
confounding of the effect of
intervention in this study? (If
N/PN to 1.1: the study can be
considered to be at low risk of
bias due to confounding and no
further signalling questions need
be considered)

PY

PY

PY

PY

PY

PY

PY

PY

PY

1.2 Was the analysis based on
splitting participants’ follow up
time according to intervention
received? ( If N/PN, answer
questions relating to baseline
confounding (1.4 to 1.6) , If Y/PY,
go to question 1.3.)

PY

1.3 Were
discontinuations or switches likely

intervention

to be related to factors that are
prognostic for the outcome? (If
N/PN, answer questions relating
to baseline confounding (1.4 to
1.6) If Y/PY, answer questions
relating to both baseline and

NA

NA

NA

NA

NA

PY




time-varying confounding (1.7
and 1.8))

Questions relating to baseline confounding only

14 Did the authors use an
appropriate analysis method that
controlled for all the important
confounding domains?

PY

PY

1.5 If Y/PY to 14 Were
confounding domains that were
controlled for measured validly
and reliably by the variables
available in this study?

NA

NA

PY

NA

PY

1.6 Did the authors control for any
post- intervention variables that
could have been affected by the

intervention?

PY

Questions relating to baseline and time-va

rying con

founding

1.7 Did the authors use an
appropriate analysis method that
controlled for all the important
confounding domains and for
time-varying confounding?

PY

PY

1.8 If Y/PY to 1.7: Were
confounding domains that were
controlled for measured validly
and reliably by the variables

NA

NA

NA

NA

NI

PY




available in this study?

Risk of bias judgement

Serious

Serious

Serious

Serious

Moder
ate

Serious

Serious

Serious

Serious

Serious

Serious

Moder
ate

Serious

Serious

2 Bias in
selection of
participants
into the
study

2.1 Was selection of participants
into the study (or into the
analysis) based on participant
characteristics observed after the
start of intervention? (If N/PN to
2.1:go to 2.4)

2.2 If Y/PY to 2.1: Were the post-
intervention variables that
influenced selection likely to be
associated with intervention?

NA

NA

NA

NA

NA

PN

PN

PN

PN

PN

23 If Y/PY to 2.2: Were the
postintervention variables that
influenced selection likely to be
influenced by the outcome or a
cause of the outcome?

NA

NA

NA

NA

NA

PN

PN

2.4 Do start of follow-up and start
of intervention coincide for most

participants?

PY

PY

PY

PY

PY

PY

PY

PY

PY

2.5 If Y/PY to 2.2 and 2.3, or N/PN
to 24 Were adjustment
techniques used that are likely to
correct for the presence of
selection biases?

NA

NA

NA

NA

NA




. L. Moder | Moder | Moder | Moder
Risk of bias judgement Low Low Low Low Low Low Low Low Low Low
ate ate ate ate
3 Bias in | 3.1 Were intervention groups
T _ Y Y Y Y Y Y Y Y Y Y Y Y Y Y
classification | clearly defined?
of 3.2 Was the information used to
intervention | define  intervention  groups
Y Y Y Y Y Y Y Y Y Y Y PN Y PN
s recorded at the start of the
intervention?
3.3 Could classification  of
intervention status have been
N N N N N N N N N N N PY N N
affected by knowledge of the
outcome or risk of the outcome?
Risk of bias judgement Low Low Low Low Low Low Low Low Low Low Low Low Low Low
4 Bias due to | If your aim for this study is to assess the effect of assignment to intervention, answer questions 4.1 and 4.2
deviations 4.1 Were there deviations from
from the intended intervention beyond
) . N N N N N N N N N N N N N N
intended what would be expected in usual
intervention | practice?
s 42 If Y/PY to 4.1: Were these
deviations from intended
intervention unbalanced between NA NA NA NA NA / / / / / / / / /
groups and likely to have affected
the outcome?
If your aim for this study is to assess the effect of starting and adhering to intervention, answer questions 4.3 to 4.6
43  Were important co-
NA NA NA NA NA PN PN PY PY PN PN PN PY PN

interventions balanced across




intervention groups?

44 Was the

implemented  successfully for

intervention

most participants?

NA

NA

NA

NA

NA

4.5 Did study participants adhere
to the assigned intervention
regimen?

NA

NA

NA

NA

NA

PY

PY

PY

PY

PY

PY

PY

PY

PY

4.6 If N/PN to 4.3, 4.4 or 4.5: Was
an appropriate analysis used to
estimate the effect of starting and
adhering to the intervention?

NA

NA

NA

NA

NA

PN

PN

PN

PN

PN

Risk of bias judgement

Low

Low

Low

Low

Low

Moder

ate

Moder

ate

Low

Low

Moder

ate

Moder

ate

Moder

ate

Low

Moder

ate

5 Bias due to
missing data

5.1 Were outcome data available
for all, or nearly all, participants?

PY

5.2 Were participants excluded
due to missing data on

intervention status?

PN

5.3 Were participants excluded
due to missing data on other
variables needed for the analysis?

PN

5.4 If PN/N to 5.1, or Y/PY to 5.2
or 5.3: Are the proportion of
participants and reasons for
missing data similar across

interventions?

NA

NA

NA

NA

NA




5.5 If PN/N to 5.1, or Y/PY to 5.2
or 5.3:
results

Is there evidence that
were robust to the

presence of missing data?

NA

NA

NA

NA

NA

Risk of bias judgement

Low

Low

Low

Low

Low

Low

Low

Low

Low

Low

Low

Low

Low

Low

6 Bias in
measuremen
t of
outcomes

6.1 Could the outcome measure

have been influenced by
knowledge of the intervention

received?

PN

PN

PN

PN

PN

PN

PN

PN

PN

PY

PY

PN

PY

6.2 Were outcome assessors
aware of the intervention received
by study participants?

6.3 Were the methods of outcome
assessment comparable across

intervention groups?

PY

PY

PY

6.4 Were any systematic errors in
measurement of the outcome

related to intervention received?

PN

PN

PN

PN

PN

PY

PY

PN

PN

PN

PY

PY

PN

PN

Risk of bias judgement

Moder
ate

Moder
ate

Moder
ate

Moder
ate

Moder
ate

Moder
ate

Moder
ate

Low

Low

Low

Moder
ate

Moder
ate

Low

Moder
ate

7 Bias in
selection of
the reported
result

Is the reported effect estimate
likely to be selected, on the basis
of the results, from:

outcome
within the

7.1 ..multiple
measurements

outcome domain?




7.2 .multiple analyses of the

intervention-outcome N N N N N

relationship?

7.3 ... different subgroups? N N N N N

Risk of bias judgement Low Low Low Low Low Low Low Low Low Low Low Low Low Low

Low/Moderate/Serious/Critical/ ) ) ) ) Moder ) ) ) ) ) ) Moder ) )
Overall bias NI Serious | Serious | Serious | Serious ate Serious | Serious | Serious | Serious | Serious | Serious ate Serious | Serious

Y=yes; PY=probably yes; PN=probably no; N=no; NA=not applicable; NI=no information.
Low ow risk of bias: The study is judged to be at low risk of bias for all domains.
Moderate risk of bias: The study is judged to be at low or moderate risk of bias for all domains.
Serious risk of bias: The study is judged to be at serious risk of bias in at least one domain, but not at critical risk of bias in any domain.
Critical risk of bias: The study is judged to be at critical risk of bias in at least one domain.

No information: There is no clear indication that the study is at serious or critical risk of bias and there is a lack of information in one or more key domains of bias (a judgement is required

for this).




GRADE Evidence Profile of the Rituximab Guidelines

Table 1 Summary of evidence for the effect of RTX treatment on clinical outcomes in SSNS aged 1-18 years based on RCTs,

NRCTs and cohort studies

Outcome . Anticipated absolute effects (n/N) Quality of
Relative effect
No. of participants evidence Comments
(95% CI) Comparison Group Experimental Group Difference
Study Type(N) (GRADE)
Relapse rate
Population: FRNS/SDNS-; Intervention: RTX; Comparison: placebo/steroid/CNI/CTX; 7 RCTs[12,13,14,15,16,17,18], 2 cohort studies[20,21], 1 NRCT[19]; 432 cases
12-month follow-up | invention/control 23/24[12] 17/24[12] FRNS/SDNS: Very low Downgrade reasons:
FRNS/SDNS 15/15[13] 5/14[13] 395 fewer per 1,000 @©000 -Risk of bias | 2 levels
(77/220; 133/212) : 22/60[14] 6/60[14] (from 522 fewer to 202 -Inconsistency | 2 levels
OR =0.18, 95%Cl:0.07~0.44 | 14/15[15] 2/15[15] fewer) [diifferent populations, study
FRNS/SDNS + 9/20[16] 9/20[16] FRNS/SDNS +: ?;/:::,OZ;sages of intervention and
(52/92; 63/75) : 14/15[17] 22/33[17] 341 fewer per 1,000 _imprecision | 2 levels
OR =0.19, 95%Cl:0.05~0.68 | 15/15[18] 2/15[18] (from 632 fewer to 59 [clinical experience 60~80%]
FRNS/SDNS- 10/27[19] 3/19[19] fewer) Not downgrade:
(25/128; 70/137) : 7/13[20] 5/10[20] FRNS/SDNS-: - Publication of bias
OR =0.15, 95%CI:0.03~0.68 | 6/8[21] 6/10[21] 375 fewer per 1,000 - Indirectness of evidence
RTX vs placebo/blank (from 481 fewer to 96 No upgrade reasons
control: fewer)
(46/86; 66/69) RTX vs placebo/blank
OR =0.05, 95%CI:0.01~0.18 control:
RTX vs CTX/CNI/MMF: 433 fewer per 1,000
(31/134; 67/143) (from 776 fewer to 158
OR =0.32, 95%Cl:0.13~0.82 fewer)
RTX vs CTX/CNI/MMF:
248 fewer per 1,000
(from 366 fewer to 49
fewer)
Population: FRNS/SDNS; Intervention: RTX; Comparison: placebo/steroid/CNI/CTX; 1 RCT[13], 2 cohort studies[21,33]; 163 cases
24-month follow-up | FRNS/SDNS: 15/15[13] 6/9[13] FRNS/SDNS: Very low Downgrade reasons:
(44/61; 80/102) 7/8[21] 9/10[21] 82 fewer per 1,000 ©000 -Risk of bias | 2 levels




OR=0.65, 95%Cl:0.31~1.35 58/79[33] 29/42[33] (from 254 fewer to 46 -Inconsistency | 1 level
more) [dlifferent controls]

-Imprecision | 2 levels

[clinical experience 60~70%]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias

No upgrade reasons

The median time to first relapse (with a follow-up of > 12 months)

Population: FRNS/SDNS-; Intervention: RTX; Comparison: CNI/CTX; 2 RCTs[13,14], 1 NRCT [19]; 196 cases

the median time to FRNS/SDNS-: 1.2 months (15/15) [13] 18.4 months (6/15) [13] / Very low Downgrade reasons:
first relapse Median survival ratio(MSR) 7.3 months (38/60) [14] 10 months (54/60) [14] @©000 -Risk of bias | 2 levels
=1.93, 95%Cl:1.62~2.30, 6.9) months (10/27 [19] 6.3 months (3/19) [19] -Inconsistency | 2 levels
P<0-0001 [different interventions, controls
and types]

Heterogeneity test

Q=112.18, P<0-0001 -lImprecision | 2 levels

[2~3months]

Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias

No upgrade reasons

Population: FRNS/SDNS+; Intervention: RTX; Comparison: placebo; 1 RCT[12]; 48 cases

the median time to / 101 (95%Cl: 70-155)d 267(95%Cl:223-374)d HR=0.27(0.14-0.53) Moderate Downgrade reasons:
first relapse (23/24) (17/24) p<0-0001 DODO -Risk of bias | 1 level

the time from / 42(95% Cl 14-98)d 211(95% Cl 166-317)d HR=0.27, Not downgrade:

steroid reduction to (23/24) (17/24) 95% Cl: 0.14-0.54; - Imprecision

first relapse p<0-0001 - Indirectness of evidence

Not applicable:
-Inconsistency

-Publication of bias

No upgrade reasons

Population: FRNS/SDNS+; Intervention: RTX; Comparison: CNI; 1 cohort study[20]; 23 cases




the median time to /

first relapse

(9.8 £ 5.6) months (7/13)

(8.5 % 5.1) months (5/10)

Difference value
1.3 +2.8, P=0.65

Very low
]0)e)e)

Downgrade reasons:
-Risk of bias | 2 levels

-Imprecision | 1 level

[clinical experience 9~ 10 months]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Inconsistency
-Publication of bias

No upgrade reasons

Population: FRNS/SDNS; Intervention: RTX; Comparison: CNI; 1 cohort study[21];

18 cases

the median time to /
first relapse (at 24-

month follow-up)

(10.1£4.9) months (7/8)

(9.1+4.4) months (9/10)

P=0.72

Very low
]0)e)e)

Downgrade reasons:
-Risk of bias | 2 levels

-Imprecision | 1 level

[clinical experience 9~ 10 months]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Inconsistency
-Publication of bias

No upgrade reasons

Population: FRNS/SDNS+; Intervention: RTX (2 doses); Comparison: RTX (1 dose); 1 cohort study[33]; 42 cases

the median time to /

first relapse

5 (1~36) months (8 cases)

16(1~73) months (34 cases)

P=0.03

Very low
@Oo00

Downgrade reasons:
-Risk of bias | 2 levels

-Imprecision | 2 levels

[clinical experience 9~ 10 months]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Inconsistency
-Publication of bias

No upgrade reasons

Steroid dose (with a follow-up of > 3 months)

Population: FRNS/SDNS; Intervention: RTX; Comparison: placebo/CNI; 3 RCTs[12,14,17], 1 cohort study[20]; 242 cases




1-year cumulative FRNS/SDNS: 20.85+9.28, 24 cases[12] 9.12+5.88, 24 cases [12] / Very low Downgrade reasons:
steroid dose MD=-0.16, mg/m2/d mg/m2/d HO00o -Risk of bias | 2 levels
(mg/kg/d) 95%Cl:-0.20~-0.12, 86.3+58.0, 60 cases[14] 25.8+27.8, 60 cases [14] -Inconsistency | 2 levels
12=76%,P<0.01 mg/kg/y mg/kg/y [different populations and
vs FK: 0.40+0.28, 16 cases[17] 0.24+0.19, 35 cases [17] controls] N
MD=-0.15, mg/kg/d mg/kg/d -lImprecision | 2 levels
[clinical experience 0.71~0.2]
95%Cl:-0.18~-0.11 70.9 + 26.3, 13 cases[20] 46.1 + 42.1, 10 cases [20]
lacebo/blank | ‘ ‘ Not downgrade:
vs placebo/blank control: ma/ka/y ma/ka/y -Indirectness of evidence
MD=-0.26, .
95%C1--0.36~-0.16 Not applicable:
e ' -Publication of bias
FRNS/SDNS+:
No upgrade reasons
MD=-0.14,
95%Cl:-0.21~-0.08
FRNS/SDNS-:
MD=-0.17,
95%Cl:-0.28~-0.07
Population: FRNS/SDNS; Intervention: post-RTX; Comparison: pre-RTX; 3 RCTs[12,14,17], 2 cohort studies[20,32]; 209 cases
1-year cumulative FRNS/SDNS+: 19.13+£9.94, 19 cases [12] 8.37+£5.62, 19 cases [12] / low Downgrade reasons:
steroid dose MD=-0.35, mg/m2/d mg/m2/d Seo0o -Risk of bias | 2 levels
(mg/kg/d) 95%Cl:-0.38~-0.31, 246.0+48.0, 60 cases [14] 86.3+58.0, 60 cases [14] -Inconsistency | 2 levels
12=79%, P<0.01 mg/kg/y mg/kg/ly [different populations and
0.46+0.4, 35 cases [17] 0.24+0.19, 35 cases [17] controls]
mg/kg/d mg/kg/d -Imprecision | 1 level
[clinical experience 0.3~0.5]
140.5+£59.0, 10 cases [20] 46.1+42.1, 10 cases [20]
X ‘ Not downgrade:
ma/kgly ma/kgly -Indirectness of evidence
148.1+82.3, 85 cases [32] 43.6+36.6, 85 cases [32] .
‘ ‘ Not applicable:
ma/kgly ma/kgly -Publication of bias
No upgrade reasons
Population: FRNS/SDNS-; Intervention: RTX; Comparison: CNI; 1 RCT[16]; 41 case
1-year cumulative / 20 cases 21 cases Risk or mean difference: low Downgrade reasons:
steroid dose median (IQR) median (IQR) -0.08 [-0.19,0.03], p=0.15 Se00 -Risk of bias | 1levels

(mg/kg/d)

post 0.11 (0.04, 0.19)
pre 0.43(0.36,0.72)

post 0.11 (0.05, 0.24)
pre 0.44(0.29,0.68)

-Imprecision | 1 level




[clinical experience 0.026
(0.018~0.3) ]

Not applicable:
-Inconsistency
-Indirectness of evidence
-Publication of bias

No upgrade reasons

Population: FRNS/SDNS-; Intervention: RTX; Comparison: CTX; 1 NRCT[19]; 46 cases

steroid dose at 12- / 27 cases 19 cases / Very low Downgrade reasons:
month follow-up pre1.02 mg/kg qod pre 0.86 mg/kg gqod HO00o -Risk of bias | 2 levels
post 0.36 mg/kg qod post 0.08 mg/kg qod -Inconsistency | 1 level
difference 0.66+0.63, difference 0.78+0.23, [dlifferent populations]
p<0.001 p<0.001 -Imprecision | 1 level
[clinical experience 0.026
(0.018~03) ]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias
No upgrade reasons
Population: FRNS/SDNS+; Intervention: post-RTX; Comparison: pre-RTX; 1 case series report[36]; 10 cases
mean steroid dose / 0.39 + 0.18 mg/kg/d 0.15 £ 0.14 mg/kg/d decrease 63%, p <0.01 Very low /
with a follow-up of ®000
mean17(range13-21)
months
Steroid withdrawal
Population: FRNS/SDNS; Intervention: RTX; Comparison: CNI/CTX; 1 RCT[37], 1 NRCT[19]; 100 cases
3-month steroid FRNS /SDNS: 8/27, 29.6%[19] 14/19, 73.7%[19] FRNS /SDNS: Very low Downgrade reasons:
withdrawal rate 2/27, 7.4%[37] 21/27, 77.8%[37] ©000 -Risk of bias | 2 levels

(35/46; 10/54)
OR=15.71 (5.72~43.16)

578 more per 1,000
(from 359 more to 712

more)

-Inconsistency | 2 levels
[different populations and

controls]

-Imprecision | 2 levels
[clinical experience 2-4 times]

Not downgrade:




-Indirectness of evidence
Not applicable:
-Publication of bias

No upgrade reasons

Population: FRNS/SDNS+; Intervention: RTX; Comp

arison: CNI; 1 RCT[17]; 51 case

S

Steroid-free period / 16 cases 35 cases p=0.12 low Downgrade reasons:
(d/y) with a 12- post 80.2+98.5, post 140.5+91.3 p=0.17 Seo0o -Risk of bias | 1 level
month follow-up pre 1429 + 117.7 pre 99.1+111.8 -Imprecision | 2 levels
[clinical experience 210 days]
Not downgrade:
-Inconsistency
Not applicable:
-Indirectness of evidence
-Publication of bias
No upgrade reasons
Population: FRNS/SDNS; Intervention: RTX; Comparison: CNI/CTX; 1 RCT[14], 1 cohort study[33]; 238 cases
1-year steroid FRNS /SDNS: 46/58, 79.3%[14], 55/59, 93.2%[14], FRNS /SDNS: Very low Downgrade reasons:
withdrawal rate (91/101; 113/137) 67/79, 84.8%[33], 36/42, 85.7%[33], 74 more per 1,000 s:lejelel -Risk of bias | 2 levels
(range 12-90 OR=1.93 (0.87~4.29) (from 23 fewer to 126 -Inconsistency | 3 levels
months) median time to steroid median time to steroid more) [diifferent populations, controls
withdrawal 3 months withdrawal 3 months and study types]
median time to first relapse | median time to first relapse -Imprecision | 2 levels
from steroid withdrawal 3 from steroid withdrawal 12 [clinical experience 1-2]
months months Not.downgrade: .
-Indirectness of evidence
relapse with steroid using relapse with steroid using .
Not applicable:
12/79133] 6/42[33] -Publication of bias
No upgrade reasons
Population: FRNS/SDNS; Intervention: RTX; Comparison: CNI; 1 cohort study[21]; 18 cases
Steroid-free period / 8 cases 10 cases p=0.2 Very low Downgrade reasons:
mean + SD 3.20 £ 3.00 months 7.30 £ 7.40 months HO00o -Risk of bias | 2 levels

with a follow-up of >

12 months

-Inconsistency | 1 level
[different populations]
-Imprecision | 1 level




Not applicable:

-Publication of bias

No upgrade reasons

Population: FRNS/SDNS+; Intervention: RTX+MMF; Comparison: RTX+placebo; 1

RCT[41]; 57 cases

median time to /
treatment failure (d)
with a follow-up of >
16.8 months

21/29 (8 censored)
402(327-574)d

18/28 (10 censored)
754(543-997)d

HR= 0.55 (0.31-0.98)

Moderate
SODO

Downgrade reasons:

-Inconsistency | 1 level
[different controls]

Not downgrade:
-Risk of bias
Not applicable:

-Imprecision

-Publication of bias

No upgrade reasons

Table 2 Summary of evidence for the effect of RTX treatment on clinical outcomes in SSNS aged 1-18 years based on single-arm

data of RCTs, NRCTs, cohort studies and case series reports

Outcome

Study Type(N)

n/N

Proportion (95%Cl)

Quality of
evidence
(GRADE)

Comments

Relapse rate

Population: FRNS/SDNS; 6 RCTs[12,13,14,15,17,18], 1 NRCT[19], 4 cohort studies[23,30,31,32], 8 case series reports[22,23,24,25,26,27,28,29]; 386 cases

12-month follow-up

6 RCTs[12,13,14,15,17,18]
TNRCT[19]

4 cohort studies[23,30,31,32],
8 case series reports
[22,23,24,25,26,27,28,29]

17/34[22]
10/17[23]
9/37[24]
14/43[25]
8/28[26]
8/18[27]
3/7[28]
37/61[29]
7/10[30]

RTX:
41%(95%Cl:31%~52%)
FRNS/SDNS+:

47% (95%Cl:36%~59%)
FRNS/SDNS-:

22% (95%Cl:9%~37%)

Very low
@000

Downgrade reasons:
-Risk of bias | 2 levels
-Inconsistency | 3 levels

[different populations, controls
and study types]

-Imprecision | 1 level

[clinical experience 35%]
Not downgrade:

-Indirectness of evidence

[clinical experience 210 days]

-Indirectness of evidence

-Indirectness of evidence




37/46[31]
12/85[32]

Not applicable:
-Publication of bias

No upgrade reasons

Population: FRNS/SDNS; 1

RCT[15], 1 cohort study[31], 5 case series reports[22,24,25,26,34]; 294 cases

24-month follow-up 1 RCT[15] 7/15 [15] RTX: Very low Downgrade reasons:
1 cohort study[31] 21/27[22] 72%(95%CI:61% ~ 83%) ©000 -Risk of bias | 2 levels
5 case series reports[22,24,25,26,34] 17/29[24] FRNS/SDNS+: -Inconsistency | 3 levels
27/43[25] 75% (95%Cl:63%~86%) [different populations, controls
14/2826] FRNS/SDNS-: and study types]
36/40[31] 54% (95%CI:33%~75%) -Imprecision | 1 level
47/51134] [clinical experience 35%]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias
No upgrade reasons
Population: FRNS/SDNS; 1 RCT[15], 2 case series reports[22, 34]; 91 cases
36-month follow-up 1 RCT[15] 7/15 A[15] FRNS/SDNS: Very low Downgrade reasons:
2 case series reports[22, 34] 23/25[22] 85%(95%CI:76% ~ 91%) ©000 -Risk of bias | 2 levels
47/51[34] FRNS/SDNS+: -Inconsistency | 3 levels
92% (95%C1:84%~96%) [different populations, controls
FRNS/SDNS -: and study types]
47% (95%C1:21%~73%) -Imprecision | 1 level
[clinical experience 35%]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias
No upgrade reasons
Population: FRNS/SDNS; 1 RCT[15]; 15 cases
48-month follow-up 1 RCT[15] 7/15[15] / Low Downgrade reasons:
®e00 -Risk of bias | 1 level

-Imprecision | 1 level

[clinical experience 35%]




Not downgrade:
-Indirectness of evidence
Not applicable:
-Inconsistency
-Publication of bias

No upgrade reasons

The time to first relapse (with a follow-up of > 12 months)

Population: FRNS/SDNS; 3

cohort studies[20,31,33], 6 case series reports[22,24,25,26,27,38]; 461 cases

The time to first relapse 3 cohort studies[20,31,33] Mean+SD: 9.89 (95%Cl:7.14~12.65) Very low Downgrade reasons:
6 case series reports[22,24,25,26,27,38] | 8.5+5.1 5/10 [21] months ©000 -Risk of bias | 2 levels
10.23+9.25 32/39 [22] -Inconsistency | 3 levels
Median(range): [different populations, controls
9.25 (0.5-36) 32/39 [22], and stucy types]
9.6(5.2-64.1) 24/37 [24], -Imprecision | 2 levels
[clinical experience 9~ 10 months]
19.53 (0.07-48.33) 39/43 [25]
Not downgrade:
14 (1-73) 26/38 [33], . .
-Indirectness of evidence
10 (0-40) 59/81 [38] .
. Not applicable:
Median(IQR): . .
-Publication of bias
11.2(8-17.7) 28 [26]
No upgrade reasons
6.45(4.48-8.62) 18 [27]
5.6(4.3 8.1) 46 [31]
Population: FRNS/SDNS+; 1 case series report[34]; 51 cases
The median time to first 1 case series report[34] 261d / Very low /
relapse with a follow-up 000
of > 36 months
The time to steroid withdrawal
Population: FRNS/SDNS+; 1 cohort study[34]; 17 cases
3-month steroid 1 cohort study[23] 17/17 / low Downgrade reasons:
withdrawal rate ®e00 -Risk of bias | 2 levels

Not downgrade:
-Inconsistency
-Indirectness of evidence

Not applicable:




-Imprecision
[clinical 3months]

-Publication of bias

No upgrade reasons

Population: FRNS/SDNS+;

2 cohort studies[23,31], 1 case series report[28]; 70 cases

6-month steroid 2 cohort studies[23,31] 17/17 (100%)[23] 63% (95%Cl:51%~73%) Very low Downgrade reasons:
withdrawal rate 1 case series report[28] 2/7 (29%) [28] 000 -Risk of bias | 2 levels
25/46 (54%) [31] -Inconsistency | 1 level

[different studly types]
-Imprecision | 1 level
[clinical experience 3 months]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias
No upgrade reasons

Population: FRNS/SDNS+; 1 case series report[38]; 81 cases

The time to steroid 1 case series report[38] 69/81(85%) / Very low /

withdrawal with a follow- Median 66.5(26-409) d @©000

up of 13-90 months

Population: FRNS/SDNS; 1 cohort study[32]; 101 cases

mean follow-up 30.6 + 1 cohort study[32] / 90/101 steroid withdrawal Very low Downgrade reasons:

19.1(15-43) months at 4.8 + 2.0 months 000 -Risk of bias | 2 levels

last valid follow-up 22(14-
39) months

-Inconsistency | 1 level
[different populations]
-Imprecision | 1 level

[clinical experience 3 months]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias

No upgrade reasons

Population: FRNS/SDNS+;

1 case series report[24]; 37 cases
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median follow-up 29.4
(range 9.2-92.8) months,
Mean (SD) 32.7 (15.1)

1 case series report[24]

24/37 relapse
35/37 (94.5%) steroid
withdrawal at 1.3(0.37-6)

months

Very low |/
@000

Table 3 Summary of evidence for the effect of consolidation therapy on clinical outcomes after RTX treatment in SSNS aged 1-

18 years based on RCTs, NRCTs, cohort studies and case series reports

Outcome
No. of participants
Study Type(N)

Relative effect

Anticipated absolute effects (n/N)

Quality of

(95% Cl)

Comparison Group

Experimental Group

Difference

evidence
(GRADE)

Comments

Relapse of RTX+MMF with a follow-up of > 12 months

Population: FRNS/SDNS; Intervention: RTX+MMF; Comparison: RTX+blank/placebo; RTX(375mg/m? qwx4w)[41], RTX(375mg/m? qwx1~2 doses)[22]; 1 RCT[41], 1 case series

report[22]; 112 cases

The time to first

relapse

MSR=2.66, 95%Cl:2.14~3.30,
P=0.01,
Q=13.59 P<0-000

60(27,130)d 11/13[22],
320(266,1060)d 27/39[41]

450(332,672)d 13/21[22] | /
654(500,858)d 11/39[41]

Very low
@eOo00o

Downgrade reasons:
-Risk of bias | 2 levels
-Inconsistency | 1 level
[different studly types]
-Imprecision | 2 levels
Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias

No upgrade reasons

Population: FRNS/SD

NS+; Intervention: RTX+MMF; Compar

ison: RTX; 1 NRCT[42]; 16 cases

Annual relapse

number

/

2.3 relapses/y 6/7

0.42 relapses/y 3/9

P <0.001

low
[Cl)ele)

Downgrade reasons:
-Risk of bias | 2 levels
Not downgrade:
-Indirectness of evidence
Not applicable:
-Inconsistency

-Imprecision
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-Publication of bias (Not
applicable)
No upgrade reasons
Population: FRNS/SDNS+; Intervention: RTX+MMF; Comparison: RTX+placebo/Csa/IS withdrawal; TRCT[41], 2 NRCT[42,43], 2 case series reports[22,36]; 167 cases
Relapse rate RTX+MMF vs RTX+placebo/CsA/IS 11/13(IS withdrawl)[22] 13/21[22] RTX+MMF vs Very low Downgrade reasons:
withdrawl (34/87; 50/80): 3/3(IS withdrawl)[36] 0/2[36] RTX+placebo/CsA/l HO00o -Risk of bias | 2 levels
OR=0.25, 95%Cl: 0.06~1.07 1/5(CsA)[36] 11/39[41] S withdrawl: -Inconsistency | 2 levels
RTX+MMF vs RTX+CsA(7/18; 3/18): | 27/39(placebo)[41] 3/9[42] 333 fewer per 1,000 [diifferent controls and study
OR=2.89, 95%Cl: 0.59~14.11 6/7(1S withdrawl)[42] 7/16[43] (from 549 fewer to bpes]
RTX+MMF vs RTX+placebo/IS 2/13(CsA)[43] 15 more) -Imprecision | 2 levels
withdrawl 27/71; 47/62): RTX+MMF vs Not downgrade:
OR=0.16, 95%Cl: 0.07~0.35 RTX+CsA: -Indirectness of evidence
200 more per 1,000 Not applicable:
(from 61 fewer to -Publication of bias
572 more) No upgrade reasons
RTX+MMF vs
RTX+placebo/IS
withdrawl:
424 fewer per 1,000
(from 578 fewer to
235 fewer)
Steroid dose of RTX+MMF with a follow-up of = 12 months
Population: FRNS/SDNS+; Intervention: RTX+MMF; Comparison: RTX+blank/placebo; 1 RCT[41], 1 NRCT[42]; 94 cases
Steroid dose FRNS/SDNS+: 10.45+£12.49 mg/m?/d[41] 4.45+3.52 mg/m?/d[41] / Low Downgrade reasons:
MD=-5.52,95%Cl:-7.34~-3.70 8.7+2.7 mg/m?/d[42] 3.3+0.6 mg/m?/d[42] SOoo -Risk of bias | 2 levels
-Inconsistency | 1 levels
[different studly types]
Not downgrade:
-Imprecision
[clinical experience 0.07]
-Indirectness of evidence
Not applicable:
-Publication of bias
No upgrade reasons
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Population: FRNS/SDNS+; Intervention: RTX+MMF (initial steroid dose 0.38mg/kg/d); Comparison: RTX+CsA (initial steroid dose 0.35mg/kg/d); 1 NRCT[43]; 29 cases

Steroid dose

SMD=0.5,95%Cl: -0.25~1.24

0.057 mg/kg/d (p < 0.01)

0.15 mg/kg/d (p < 0.01)

/

Very low
@000

Downgrade reasons:
-Risk of bias | 2 levels

-Inconsistency | 1 level
[dlifferent controls]

-Imprecision | 2 levels
[clinical experience 0.07]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias

No upgrade reasons

Relapse of RTX+RTX with a follow-up of > 12 months

Population: FRNS/SDNS+; Intervention: RTX+RTX(a repeated course); Comparison: RTX; 1 cohort study[44]; 61 cases

50% relapse-free

survival time

FRNS/SDNS+:

p = 0.001 (compared to the second
dose)

p = 0.0005 (compared to the first

dose)

42/45(93%) relapse

50% relapse-free survival was

335 days after RTX

9/16(56%) relapse

50% relapse-free
survival time was 954
days after the first dose
of RTX and 667 days
after the second dose of
RTX

Moderate
SODO

Downgrade reasons:
-Risk of bias | 1 level
Not downgrade:
-Inconsistency
-Indirectness of evidence
Not applicable:
-Imprecision
-Publication of bias

No upgrade reasons

Quality of life

Population: FRNS/SDNS+; Intervention: RTX (375mg/m?, four times semiannually) followed by mizoribine (twice a week at a dose of 500 mg on the first day and 550 mg on the

second day); 1 case series report[45]; 22cases

Quality of life scores
measured by
PedsQL4.0

/

Patients

Baseline 81.1(95%Cl:74.6~87.5)

24-month 91.5(95%Cl:85.1~97.9), P<0.007

Parents

Baseline 74.9(95%Cl:68.5~81.3)

24-month 85.2(95%Cl:78.8~91.7), P<0.007

Very low
@Oo00
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Table 4 Summary of evidence for the effect of RTX re-exposure on clinical outcomes in SSNS aged 1-18 years relapsing after

RTX intervention based on RCTs, NRCTs, cohort studies and case series reports

OutcoTn.e Relative effect Anticipated absolute effects (n/N) Quality of
No. of participants (95% ClI) Compari G E i i evidence(GRADE)
Study Type(N) parison Group xperimental Group Difference

Relapse of RTX re-exposure in relapsed FRNS/SDNS+ after RTX intervention with a follow-up of > 12 months
Population: FRNS/SDNS+; Intervention: RTX (375 mg/m?, 2 doses)+RTX (375 mg/m?, 1~2 doses); 1 case series report[23]; 10 cases
Relapse with a follow-up | / / 10/10 no relapse / Very low
of = 6 months G000
Population: FRNS/SDNS+; Intervention: RTX (375 mg/m?, 1~2 doses)+RTX (1~3 courses); 1 case series report[46]; 5 cases
Relapse with a follow-up | / / 5/5 no relapse / Very low
of 24 months ©000
Population: FRNS/SDNS+; Intervention: RTX (375 mg/m?, 1~2 doses)+RTX (375 mg/m?, 1 dose); 1 case series report[31]; 46 cases
The median time to / 39 cases 46 cases / Very low
relapse after IS 5.6(4.3, 8.1) months 8.5(6.5, 11.7) months s:lejele)
withdrawal

Table 5 Summary of evidence for B-cell depletion after 1 or 4 doses of RTX treatment in SSNS aged 1-18 years based on RCTs,

NRCTs, cohort studies and case series reports

Outcome

Study Type(N)

n/N

Proportion (95%Cl)

Quality of evidence

(GRADE)

Comments

B-cell depletion (with a follow-up of > 12 months)

Population: FRNS/SDNS+; Intervention: RTX (375mg/m?, maximum 500mg); 1 case series report[26], 1 cohort study[36]; 38 cases; B lymphocytes were monitored at baseline,
2-7 days, 1, 3, 6, 9 and 12 months after RTX treatment[26], B lymphocytes were monitored at baseline, 1-week, every 1-3 months after RTX treatment[36].

1 week after RTX treatment

1 case series report[26]
1 cohort study[36]

24/28[26]
9/10[36]

88%(95%Cl: 74%-95%)

low
(Gl)ele)

Downgrade reasons:
-Risk of bias | 2 levels
Not downgrade:
-Inconsistency

-Indirectness of evidence

[detection time of B cells]
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Not applicable:
-Imprecision
-Publication of bias

No upgrade reasons

Population: FRNS/SDNS; Intervention: RTX (375mg/m2, maximum 500mg); 1 RCT[13], 2 case series report[26,47]; 59 cases; B lymphocytes were monitored at baseline, 2-7

days, 1, 3, 6, 9 and 12 months after RTX treatment[26], B lymphocytes were monitored at baseline, every month after RTX treatment[13], B lymphocytes were monitored at

baseline, monthly for the first six months, and every three months thereafter after RTX treatment[47].

1 month after RTX treatment 1 RCT[13]
2 case series report
[26,47]

15/15[13]
28/28[26]
16/16[47]

100%

low
(GlS)ele)

Downgrade reasons:
-Risk of bias | 2 levels
Not downgrade:
-Inconsistency

-Indirectness of evidence
[detection time of B cells]

Not applicable:
-Imprecision
-Publication of bias

No upgrade reasons

Population: FRNS/SDNS-; Intervention: RTX (375mg/m2,
treatment[15]

maximum 500mg); 1 RCT[15]; 30 cases; B lymphocytes were monitored at baseline, every month after RTX

1 month after RTX treatment 1 RCT[15]

15/15

100%

Moderate
SDPO

Downgrade reasons:
-Risk of bias | 1 level
Not downgrade:
-Inconsistency
-Indirectness of evidence
-Imprecision

Not applicable:
-Publication of bias

No upgrade reasons

Population: FRNS/SDNS; Intervention: RTX(375mg/m?2 qwx4w); 1 RCT[12], 2 case series reports[48,49]; 43 cases; B lymphocytes were monitored

month, and monthly thereafter after RTX treatment[12,48,49].

at baseline, weekly for the first

1 week after first dose of RTX 1 RCT[12]
treatment [46] 2 case series
reports[48,49]

24/24[12]
15/15[48]
4/4[49]

100%

Very low
@000

Downgrade reasons:
-Risk of bias | 2 levels

-Inconsistency | 2 levels
[different populations and studly types]
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1 month after first dose of
RTX treatment [12, 45]

Not downgrade:
-Indirectness of evidence
-Imprecision

Not applicable:
-Publication of bias

No upgrade reasons

Table 6 Summary of evidence for B-cell reconstitution after 1 or 4 doses of RTX treatment (375mg/m2, maximum 500mg) in
SSNS aged 1-18 years based on RCTs, NRCTs, and cohort studies

Outcome Anticipated absolute effects (n/N) .
. Quality of
No. of Relative effect . .
. Comparison . . evidence(GR Comments
participants (95% CI) Experimental Group Difference
Group ADE)
Study Type(N)

B-cell reconstitution: peripheral CD19+/CD20+ B cell count > 5 cellsspL-1 or > 1% of total lymphocytes (with a follow-up of > 12 months)

RTX treatment[13,38], B lymphocytes were monitored at baseline, every 1-2 months after RTX treatment[44].

Population: FRNS/SDNS; Intervention: RTX (375mg/m2, maximum 500mg); 1 RCT[13], 2 case series reports[25,38], 1 cohort study[44], 1TNRCT[43]; 229 cases; B

lymphocytes were monitored before RTX, one week after RTX treatment, and monthly thereafter[25,43]. B lymphocytes were monitored at baseline and monthly after

The median time
to B-cell

reconstitution

5.5(95%Cl:5.1-5.9)

months

/

5.5 (range 4~12) months[13]

5 (range 1.4~20.5) months [25]

5.3 (range 3~10.4) months [38]

5 (range 3~7) months [43] (+CsA)

5 (range 3~17) months [43] (+ MMF)
5.8 (range 4.8~7.3) months [44]

/

Very low
@000

Downgrade reasons:
-Risk of bias | 2 levels

-Inconsistency | 3 levels
[different populations, study types and
detection times]

Not downgrade:
-Indirectness of evidence
-Imprecision

[clinical experience 5-6 months]
Not applicable:
-Publication of bias

No upgrade reasons

treatment[41].

Population: FRNS/SDNS; Intervention: RTX (375mg/m2 qwx4w); 2 RCT[12,41]; 102 cases; B lymphocytes were monitored at baseline, weekly for the first month, and

monthly thereafter after RTX treatment[12], B lymphocytes were monitored at baseline, monthly for the first five months, and every two months thereafter after RTX
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The median time
to B-cell

reconstitution

5.0 f(95%Cl: 4.5-5.7)

months

4.9 (95% Cl: 4.4-5.7) months[12]
5.5 (95% Cl: 3.7-7.2) months[41]
(+placebo)

5.4 (95% Cl: 1.8-6.5)83[41] (+ MMF)

Very low
@000

Downgrade reasons:
-Risk of bias | 2 levels

-Inconsistency | 3 levels
[different populations, study types and
detection times]

Not downgrade:
-Indirectness of evidence
-Imprecision

[clinical experience 5-6 months]
Not applicable:
-Publication of bias

No upgrade reasons

B-cell reconstitution: peripheral CD19+/CD20+ B cell count > 15 cells-pL-1 or > 3% of total lymphocytes (with a follow-up of > 12 months)

Population: FRNS/SDNS; Intervention: RTX (375mg/m2 qwx4w); 1 RCT[15], 1 NRCT[42], 1 case series report[52]; 41 cases; B lymphocytes were monitored at baseline

and monthly after RTX treatment[15, 42, 52].

The time to B-cell

reconstitution

5.0 (95%Cl: 4.4-5.6)

months

/

5.0+£1.1 months[42](+ MMF)

4.4+2.4 months[42]

Median 5.8 (range 4~12) months[15]
Median 4.9 (range 2.8~8.2)
months[52]

Very low
@000

Downgrade reasons:
-Risk of bias | 2 levels

-Inconsistency | 2 levels
[different populations and studly types]

Not downgrade:
-Indirectness of evidence
-Imprecision

Not applicable:
-Publication of bias

No upgrade reasons

Population: FRNS/SDNS+; Intervention: RTX (375mg/m2, max

imum 500mg); 1 case series report[47]

for the first six months, and every three months thereafter after RTX treatment[47].

; 16 cases; B lym

phocytes were monitored at baseline, monthly

The mean time to
B-cell

reconstitution

/

/

4.4 months

Very low
@000

B-cell reconstitution: peripheral CD19+/CD20+ B cell count > 10 cells-pL-1 (with a follow-up of > 12 months)

Population: FRNS/SDNS+; Intervention: RTX (375mg/m2, maximum 500mg); 1 case series report[29]; 35 cases; B lymphocytes were monitored at baseline and every

month after RTX treatment[29].
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The median time | / / 5.8 (range 4~12) months / Very low /

to B-cell @000

reconstitution

Table 7 Summary of evidence for B-cell reconstitution after multiple courses of RTX treatment in SSNS aged 1-18 years based

on cohort studies and case series reports

Outcome . Anticipated absolute effects (n/N) Quality of
. Relative effect .
No. of participants . . . evidence Comments
(95% ClI) Comparison Group Experimental Group Difference
Study Type(N) (GRADE)

B-cell reconstitution: peripheral CD19+/CD20+ B cell count > 5 cellsspL-1 or > 1% of total lymphocytes (with a follow-up of > 12 months)

Population: FRNS/SDNS +; Intervention: RTX + 1 repeated course of RTX (when CD19+ B cell count >1%); Control: RTX; 1 cohort study[44]; 61 cases (16 cases in the

experimental goup, 45 cases in the comparison goup)

The median time to / 5.8 (range 4.8-7.3) months 8.0 (range 5.7-9.2) months / Moderate | Downgrade reasons:
B-cell reconstitution SOD0 -Risk of bias | 1 level
Not downgrade:
-Indirectness of evidence
-Inconsistency

Not applicable:
-Imprecision
-Publication of bias

No upgrade reasons

Population: FRNS/SDNS+; Intervention: RTX (375mg/m?2, 1~4 doses or 750mg/m?, 1~2 doses ) + 1 repeated course of RTX (375mg/m?2, 1~4 doses or 750mg/m?, 1~2

doses ); 1 case series report[53]; 346 cases

The median time to 6.0 (95% Cl: 5.7~ 6.2) months 6.0 (95% ClI: 5.6~6.5) months / Very low |/
B-cell reconstitution B-cell depletion rate after first B-cell depletion rate after second 000
course of RTX 98.0% (196/200) course of RTX 98.4% (182/185)

6.1 (95% Cl: 6.0-6.3) months in 622 courses (98.4%)

B-cell reconstitution: peripheral CD19+/CD20+ B cell count > 15 cells-pL-1 or > 3% of total lymphocytes (with a follow-up of > 12 months)

Population: FRNS/SDNS+; Intervention: RTX (375mg/m2 qwx 3 doses) + 1-2 repeated courses of RTX (375mg/m2 qwx3 doses, when depleted B cells rose to 4.4%+

1.1%); 1 case series report[54]; 5 cases
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The time to B-cell

reconstitution

7.0£1.0 months
B-cell depletion rate after first
course of RTX 100% (5/5)

B-cell depletion lasted >15 months

in all patients

Very low |/
@000

B-cell reconstitution: peripheral CD19+/CD20+ B cell count > 10 cells-pL-1 (with a follow-up of > 12 months)

Population: FRNS/SDNS+; Intervention: RTX (375mg/m?2, 1~4 doses) + 1-4 repeated course of RTX (when CD19+ B cell count > 10 cells-pL-1); 1 case series report[48];

22 cases
The mean timeto B- | / 7.9 (range 3.0~15.3) months B-cell depletion lasted >15 months / Very low |/
cell reconstitution B-cell depletion rate after first in 73.7% (14/19) patients received @000

course of RTX 100% (22/22) 1-4 courses of RTX again after B-

cell reconstitution

Population: FRNS/SDNS+; Intervention: RTX (375mg/m?, every 3 months, 4 doses); 1 case series report[55]; 5 cases
The median time to / B-cell depletion rate after first B-cell depletion lasted >21 months | / Very low |/
B-cell reconstitution course of RTX 80% (4/5) in 80% (4/5) patients @000

Table 8 Summary of evidence for relapse during B cell depletion after the fisrt course of RTX treatment in SSNS aged 1-18 years

based on RCTs, NRCTs, cohort studies and case series reports

Outcome

Study Type(N)

n/N

Proportion (95%Cl)

Quality of evidence
(GRADE)

Comments

Relapse during B cell depletion (with a follow-up of > 12 months)

Population: FRNS/SDNS; Intervention: RTX (375mg/m2 qwx1-4 doses); 4 RCTs[14,15,16,17], 3 case series reports[27,38,50], 1 cohort study[36], 1 NRCT[43]; 280 cases

Relapse rate

4 RCTs[14,15,16,17]
3 case series report[27,38,50]
1 cohort study[36]
1 NRCTI[43]

0/60[14]
0/15[15]
0/20[16]
4/35[17]
0/16[27]
0/9[36]

7/78[38]
0/29[43]
0/18[50]

1% (95%Cl: 0 ~ 18%)

Very low
@000

Downgrade reasons:
-Risk of bias | 2 levels

-Inconsistency | 3 levels
[different populations, research
types and dosages of intervention]

Not downgrade:
-Indirectness of evidence
-Imprecision

[clinical experience 11%]
Not applicable:
-Publication of bias

No upgrade reasons
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Table 9 Summary of evidence for detection of B cell subgroups and related immunological molecules after the fisrt course of

RTX treatment in SSNS aged 1-18 years based on cohort studies

Outcome
No. of participants
Study Type(N)

Relative effect
(95% Cl)

Anticipated absolute effects (n/N)

Comparison Group

Experimental Group

Difference

Quality of
evidence(GRADE)

Comments

Detection of peripheral memory B cells with a follow-up of 12 months after RTX treatment

Population: FRNS/SDNS; Intervention: RTX (375mg/m2 qwx1-2 doses); 3 cohort studies[26,27,51]; 74 cases (39 cases in the non-relapsed group, 35 cases in the relapsed

group); Detection at baseline and every 1-2 months after RTX treatment[27,51], Detection at baseline, 2-7 days, 1, 3, 6, 9 and 12 months after RTX treatment[26]

Baseline no statistically 2.6 (IQR: 1.6, 3.8)%[26] 2.9 (IQR: 0.9, 4.4)%[26] / Very low
significant 98 (IQR: 60, 157)/uL[27] 98 (IQR: 60, 157)/uL[27] ©000
difference 94.68+25.55/pL[51] 84.0+£19.64/uL[51]

12 months after RTX or p<0.001 (0.6+0.18)%[26] (0.32+0.08)%[26] / Very low

the relapse time p<0.05 30 (IQR: 25, 41)/uL[27] 18 (IQR: 8, 27)/uL[27] ©000
p=0.15 40.69+16.72/uL[51] 12.67+4.51/pL[51]

Downgrade reasons:
-Risk of bias | 2 levels

-Inconsistency | 3 levels
[different populations, studly types
and detection times of B cells]

Not downgrade:
-Indirectness of evidence
Not applicable:
-Imprecision

-Publication of bias

No upgrade reasons

Detection of peripheral Th17 cells with a follow-up of 12 months after RTX treatment

Population: FRNS/SDNS; Intervention: RTX (375mg/m2 qwx2 doses); 2 cohort studies[27,51]; 46 cases (25 cases in the non-relapsed group, 21 cases in the relapsed group);

Detection at baseline and every 1-2 months after RTX treatment[27,51]

Baseline no statistically 11 (IQR: 7, 17)/uL[27] 11 (IQR: 7, 17)/uL[27] / Very low
significant 13.09+4.22/pL[51] 10.13+2.89/pL[51] ©000
difference

12 months after RTX or p=0.018 12 (IQR: 7, 23)/uL[27] 6 (IQR: 4, 10)/pL[27] / Very low

the relapse time p<0.05 12.08+5.16/pL[51] 6.86+2.03/uLI[51] ©000

Downgrade reasons:
-Risk of bias | 2 levels

-Inconsistency | 1 level
[different populations]

Not downgrade:
-Indirectness of evidence
Not applicable:
-Imprecision

-Publication of bias
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No upgrade reasons

Detection of peripheral IgM memory B cells with a follow-up of 12 months after RTX treatment

Population: FRNS/SDNS; Intervention: RTX (375mg/m2 qwx1-2 doses); 1 cohort study[26]; 28 cases (14 cases in the non-relapsed group, 14 cases in the relapsed group);
Detection at baseline, 2-7 days, 1, 3, 6, 9 and 12 months after RTX treatment[26]

Baseline no statistically 1.17(IQR: 0.76, 3.04)% 1.37 (IQR:0.42 , 2.55)% Very low
significant ©000
difference

12 months after RTX or P=0.04 (0.32+0.05)% (0.16£0.04)% Very low

[s]e)e]e]

the relapse time

Downgrade reasons:
-Risk of bias | 1 levels

-Inconsistency | 1 level
[different populations]

Not downgrade:
-Indirectness of evidence
Not applicable:
-Imprecision
-Publication of bias

No upgrade reasons

Detection of peripheral switched memory B cells with a follow-up of 12 months after RTX treatment

Population: FRNS/SDNS; Intervention: RTX (375mg/m2 qwx1-2 doses); 1 cohort study[26]; 28 cases (14 cases in the non-relapsed group, 14 cases in the relapsed group);
Detection at baseline, 2-7 days, 1, 3, 6, 9 and 12 months after RTX treatment[26]

Baseline no statistically 1.31(1QR: 0.62, 3.14)% 0.98 (IQR:0.29, 1.6)%
significant
difference

12 months after RTX or P=0.01 (0.38+0.1)% (0.08+0.01)%

the relapse time

low
(Clslele)]

Downgrade reasons:
-Risk of bias | 1 level

-Inconsistency | 1 level
[different populations]

Not downgrade:
-Indirectness of evidence
Not applicable:
-Imprecision
-Publication of bias

No upgrade reasons
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Table 10 Summary of evidence for adverse events of RTX treatment in SSNS aged 1-18 years based on RCTs and NRCTs

Outcome

Relative effect

(95% Cl)

Anticipated absolute effects (n/N)

Comparison Group ‘ Experimental Group

Difference

Quality of
evidence(GRADE)

Comments

Adverse events

Population: FRNS/SDNS; Intervention: RTX 375mg/m2, 4 doses; Comparison: placebo; 1 RCT[12]; 48 cases (24 cases in the experimental goup, 24 cases in the

comparison goup)

The incidence of

adverse events

OR=3.13(0.12-80.68)

23/24[12]

24/24[12]

Very low
]0)e)e)

Downgrade reasons:
-Risk of bias | 2 levels
-Imprecision | 2 levels
[clinical experience 30%~40%]
Not downgrade:
-Indirectness of evidence
-Inconsistency

Not applicable:
-Publication of bias

No upgrade reasons

Population: FRNS/SD

(175 cases in the experimental goup, 168 cases in the comparison goup)

NS; Intervention: RTX 375mg/m2, 1-4 doses; Comparison: steroid [13]/CNI[14,16,17,20]/CTX[19]; 4 RCTs[13,14,16,17],

2 NRCTs[19,20]; 343 cases

The incidence of

adverse events

OR=3.77(0.26-55.52)

84/168(combined)
0/15[13]

47/60[14]
20/20[16]
10/18[17]

0/15[18]

6/27[19]

1/13[20]

106/175(combined)
15/15[13]

41/60[14]
20/20[16]
26/36[17]

0/15[18]

1/19[19]

3/10[20]

272 more per 1,000
(from 309 fewer to 436

more)

Very low
]0)e)e)

Downgrade reasons:
-Risk of bias | 2 levels

-Inconsistency | 2 levels
[different populations, study
types and controls]

-Imprecision | 2 levels
[clinical experience 30%~40%]

Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias

No upgrade reasons

Population: FRNS/SDNS; Intervention: RTX 375mg/m2, 1-4 doses; Comparison: placebo[12]/steroid [13]/CNI[14,16,17,20]/CTX[19]; 5 RCTs[12,13,14,16,17], 2
NRCTs[19,20]; 391 cases (199 cases in the experimental goup, 192 cases in the comparison goup)
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The incidence of

adverse events

OR=4.96(0.36-68.46)

107/192(combined)
23/24[12]

0/15[13]

47/60[14]
20/20[16]
10/18[17]

0/15[18]

6/27[19]

1/13[20]

130/199(combined)
24/24[12]
15/15[13]

41/60[14]
20/20[16]
26/36[17]

0/15[18]

1/19[19]

3/10[20]

279 more per 1,000
(from 250 fewer to 386

more)

Very low
]0)e)e)

Downgrade reasons:
-Risk of bias | 2 levels

-Inconsistency | 2 levels

[different populations, study
types, dosages of intervention
and controls]

-Imprecision | 2 levels
[clinical experience 30%~40%]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias

No upgrade reasons

Serious adverse events

Population: FRNS/SDNS; Intervention: RTX 375mg/m2, 4 doses; Comparison: placebo; 1 RCT[12]; 48 cases (24 cases in the experimental goup, 24 cases in the

comparison goup)

The incidence of
serious adverse

events

OR=2.14(0.63-7.33)

6/24[12]

10/24[12]

low
(Clslele]

Downgrade reasons:
-Risk of bias | 1 level

-Imprecision | 1 level

[clinical experience 2%]

Not downgrade:
-Indirectness of evidence
-Inconsistency

Not applicable:
-Publication of bias

No upgrade reasons

Population: FRNS/SD

comparison goup)

NS; Intervention: RTX 375mg/m2, 1-4 doses; Comparison: CNI; 3 RCT:

s[14,16,17]; 214 cases (116 cases in the experimental goup, 98 cases in the

The incidence of
serious adverse

events

OR=0.90(0.18-4.35)

3/98(combined)
0/60[14]
2/20[16]
1/18[17]

4/116(combined)
0/60[14]
1/20[16]
3/36[17]

3 fewer per 1,000(from 25

fewer to 90 more)

Very low
]0)e)e)

Downgrade reasons:
-Risk of bias | 2 levels
-Inconsistency | 1 levels
[different populations]
-Imprecision | 2 levels
[clinical experience 2%]

Not downgrade:
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-Indirectness of evidence
Not applicable:
-Publication of bias

No upgrade reasons

Population: FRNS/SD

experimental goup, 1

22 cases in the compari

ison goup)

NS; Intervention: RTX 375mg/m2, 1-4 doses; Comparison: placebo[12]/CNI[14,16,17]; 4 RCTs[12,14,16,17]; 262 cases (140 cases in the

The incidence of
serious adverse

events

OR=1.56(0.59-4.17)

9/122(combined)
6/24[12]
0/60[14]
2/20[16]
1/18[17]

14/140(combined)
10/24[12]
0/60[14]

1/20[16]

3/36[17]

37 more per 1,000
(from 29 fewer to 176

more)

Very low
]0)e)e)

Downgrade reasons:
-Risk of bias | 2 levels

-Inconsistency | 1 levels
[different populations]

-Imprecision | 2 levels

[clinical experience 2%]

Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias

No upgrade reasons

Neutropenia

Population: FRNS/SDNS; Intervention: RTX 375mg/m2, 4 doses; Comparison: placebo; 1 RCT[12]; 48 cases (24 cases in the experimental goup, 24 cases in the

comparison goup)

The incidence of

neutropenia

OR=8.47(1.12-64.20)

0/24[12]

4/24[12]

Very low
]0)e)e)

Downgrade reasons:
-Risk of bias | 1 level

-Imprecision | 2 levels
[clinical experience 30%~40%]

Not downgrade:
-Indirectness of evidence
Not applicable:
-Inconsistency
-Publication of bias

No upgrade reasons

Population: FRNS/SD
goup)

NS; Intervention: RTX 375mg/m2, 2-4 doses; Comparison: FK; 1 RCT[1

6]; 40 cases (20 cases in the experimental goup, 20 cases in the comparison

The incidence of

neutropenia

OR=7.39(0.15-
372.38)

0/20[16]

1/20[16]

Very low
]0)e)e)

Downgrade reasons:
-Risk of bias | 1 level
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-Imprecision | 2 levels
[clinical experience 30%~40%]

Not downgrade:
-Indirectness of evidence
Not applicable:
-Inconsistency
-Publication of bias

No upgrade reasons

lymphopenia

Population: FRNS/SDNS; Intervention: RTX 375mg/m2, 4 doses; Comparison: placebo; 1 RCT[12]; 48 cases (24 cases in the experimental goup, 24 cases in the

comparison goup)

The incidence of

lymphopenia

OR=1.00(0.22-4.49)

4/24[12]

4/24[12]

/ Very low
]0)e)e)

Downgrade reasons:
-Risk of bias | 1 level
-Inconsistency | 1 level
[different populations]
-Imprecision | 1 level

[clinical experience 10%]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias

No upgrade reasons

Population: FRNS/SD
goup)

NS; Intervention: RTX 375mg/m2, 2-4 doses; Comparison: FK; 1 RCT[1

6]; 40 cases (20 cases in the experimental goup, 20 cases in the comparison

The incidence of

lymphopenia

OR=0.14(0.00-6.82)

1/20[16]

0/20[16]

/ Very low
eOo00

Downgrade reasons:
-Risk of bias | 1 level
-Inconsistency | 1 level
[different populations]
-Imprecision | 2 levels

[clinical experience 20%]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias
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No upgrade reasons

Infections

Population: FRNS/SDNS; Intervention: RTX 375mg/m2, 4 doses; Comparison: placebo; 1 RCT[12]; 48 cases (24 cases in the experimental goup, 24 cases in the

comparison goup)

The incidence of

infections

OR=7.67(0.85-69.54)

18/24[12]

23/24[12]

Very low
]0)e)e)

Downgrade reasons:
-Risk of bias | 1 level

-Inconsistency | 1 level
[different populations]

-Imprecision | 2 levels

[clinical experience 20%]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias

No upgrade reasons

Population: FRNS/SD

comparison goup)

NS; Intervention: RTX 375mg/m2, 1-4 doses; Comparison: CNI; 2 RCTs[16,17]; 94 cases (56 cases in the experimental goup, 38 cases in the

The incidence of

infections

OR=2.83(0.69-11.62)

23/38(combined)
20/20[16]
3/18[17]

33/56(combined)
20/20[16]
13/36[17]

207 more per 1,000
(from 91 fewer to 342

more)

Very low
]0)e)e)

Downgrade reasons:
-Risk of bias | 1 level

-Inconsistency | 1 level
[different populations]

-Imprecision | 2 levels

[clinical experience 20%]
Not downgrade:
-Indirectness of evidence
Not applicable:
-Publication of bias

No upgrade reasons

26




Table 11 Summary of evidence for adverse events of RTX treatment in SSNS aged 1-18 years based on case series reports

Outcome

Study Type(N)

n/N

Proportion(95%Cl)

Quality of evidence

Infusion-related reactions

21 case series reports [7, 11, 24, 28, 36, 43, 46,
47, 48, 50, 52, 54, 55, 57, 59, 64, 67, 68, 69, 70,

71]

269/856(combined)
0/12[7]
2/24[11]
2/37[24]
3/7[28]
5/10[36]
13/29[43]
1/9[46]
3/16[47]
2/22[48]
10/18[50]
5/12[52]
0/5[54]
1/5[55]
5/11[57]
7/70[59]
8/28[64]
6/30[67]
183/445[68]
2/19[69]
1/21[70]
10/26[71]

31%(28%~35%)

Very low
@000

neutropenia

11 case series reports [11, 31, 34, 43, 56, 57, 58,

59, 60, 61, 62]

19/369(combined)
2/24[11]
3/46[31]
4/51[34]
0/29[43]
1/11[57]
1/18[56]
2/58[58]
2/70[59]

5%(3%~8%)

Very low
@000
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3/22[60]
1/20[61]
0/20[62]

hypogammaglobulinemia

11 case series reports [9, 11, 34, 36, 43, 46, 54, 61,
62, 63, 64]

104/393(combined)
45/90[9]
1/24[11]
0/51[34]
0/10[36]
0/29[43]
2/9[46]
0/5[54]
7/20[61]
11/20[62]
37/107[63]
1/28[64]

26%(22%~31%)

Very low
@000

Target study subgroup

2 case series reports [9, 62]

56/110(combined)
45/90[9]
11/20[62]

51%(42%~60%)

Very low
@000

Non-target study subgroup

9 case series reports [11, 34, 36, 43, 46, 54, 61, 63,
64]

48/283(combined)
1/24[11]

0/51[34]

0/10[36]

0/29[43]

2/9[46]

0/5[54]

7/20[61]
37/107[63]
1/28[64]

17%(13% ~ 22%)

Very low
@000

persistent hypogammaglobulinemia

3 case series reports [9, 63, 65]

34/257(combined)
11/90[9]

2/60[63]
21/107[65]

13%(10%~18%)

Very low
@000

anti-RTX antibody (ARA) detection

5 case series reports [10, 11, 50, 60, 66]

15/96(combined)

16%(10%~24%)

Very low
@000
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2/19[10]
7/24[11]
1/18[50]
0/22[60]
5/13[66]

serum sickness

3 case series reports [31, 59, 66]

6/129(combined)
3/46[31]
2/70[59]
1/13[66]

59%(2%~10%)

Very low
@000
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Evidence-to-Decision Table of the Rituximab Guidelines

Summary Table of Recommendations

Quality
. Strength of
Recommendations . of
recommendations .
evidence
1. One-year relapse rate following first course of RTX treatment in children with FRNS/SDNS is decreased by 82% compared with St Verv |
ron ery low
the control group (RTX vs. placebo, decreased by 95%; RTX vs. CTX/CNI/MMF, decreased by 68%). 9 y
2. Average 1-year relapse rate following first course of RTX treatment (375 mg-m-2, variable doses) is 41% in children with St Verv |
ron ery low
FRNS/SDNS (47% in FRNS/SDNS+, and 22% in FRNS/SDNS-). 9 Y
3. There is no difference in 2-year relapse rate between first course of RTX treatment and continuous immunosuppressive therapy Weak Very |
ea ery low
in children with FRNS/SDNS. Y
4. Median time to first relapse is about 10 months in children with FRNS/SDNS+ after first course of RTX treatment with a follow-
Strong Very low
up of > 12 months.
5. Significant benefit of RTX treatment for children with FRNS/SDNS is achieved in terms of 1-year cumulative steroid dose
reduction compared with other immunosuppressants (RTX vs. FK, lowered by 0.15 mg-kg-1-d-1; RTX vs. placebo, reduced by 0.26 Strong Very low
mg-kg-1-d-1).
6. RTX treatment benefits on the time to steroid withdrawal in children with FRNS/SDNS compared with other
. Strong Very low
Immunosuppressants.
7. RTX + MMF is recommended for the treatment of children with FRNS/SDNS in consideration of delayed time to first relapse st Very |
ron ery low
and reduced steroid dose by about 0.18 mg-kg-1-d-1. g y
8. Re-exposure to RTX could decrease the relapse rate in children with FRNS/SDNS after RTX treatment. Strong Very low
9. RTX treatment improves the quality of life in children with FRNS/SDNS. Strong Very low
10. Re-exposure to RTX in relapsed children with FRNS/SDNS after RTX treatment improves the relapse-free survival rate and
. Strong Very low
prolongs the relapse-free survival.
11. In children with FRNS/SDNS receiving 1~4 doses of RTX treatment, B-cell depletion is achieved at one month after the first
dose, B-cell reconstitution occurs at 5~6 months, and multiple courses of RTX treatment slightly prolongs the duration of B-cell Strong Very low

depletion.




12. The relapse rate during B-cell depletion is 1%. Strong Very low
13. RTX treatment does not increase the incidence of serious adverse events and infections in children with SSNS. Strong Very low
14. RTX treatment of children with SSNS does not increase the total medical expenditure. Strong Very low

Detailed judgments: A total of 18 original recommendations were discussed at the EtD meeting. The meeting decided to merge

recommendation 7 and recommendation 9, delete 3 recommendations, and retain 14 recommendations. After the review

comments were returned, it was revised to 7 recommended comments.




Recommendation 1: One-year relapse rate following first course of RTX treatment in children with
FRNS/SDNS is decreased by 82% compared with the control group (RTX vs. placebo, decreased by
95%; RTX vs. CTX/CNI/MMF, decreased by 68%). (1D)

Does RTX improve clinical outcomes in children aged 1-18 years with SSNS compared with other

immunosuppressants or blank/placebo control?

STUDY TYPE Two-arm study

POPULATION FRNS/SDNS

INTERVENTION First course of RTX treatment: 1~4 doses, with a single dose of 375 mg-m-, once every 1~2 weeks

COMPARISON Blank, Placebo, CTX, CNI

MAIN OUTCOMES 12-month relapse rate of RTX treatment

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS No

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.
RTX &7 FRNS/SDNS %) LBE 12 BRNSERF=EEMREMLD?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o No / Vote Results: 4/14 chose “Probably
u] Probably no yes” , 12/14 chose “Yes”, 1/14
o Probably yes chose “Uncertain” .

M  Yes

o Varies

o Uncertain




2. Desirable effects: How substantial are the desirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

RTX j&a77 FRNS/SDNS ) LBEis 12 BRYE: CTX, CNI. REFISSmMERNER 1 FERERHET 80%LAE
BEREE) TSRS

N THHT.

O
mR/

AL K? #RiEMH 12 BNSEAXREREERMRRNEAR/N (GRESAIETEEMFMAME

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
. Outcome- i Anticipated absolute effects (n/N) < Quality of o . " "
o Trivial No. of participants | m@smmm T O | — e Comments: " | Vote Results: 1/14 chose “Small”,
. mparison Group+ im roup< rence-
Study Type(N)< (GRADE)~ u "
o Small T .| 13/14 chose “Large” .
o MOderate AEf: FRNS/SDNS- (SDNS [12, 13, 14, 15, 16], SHEFSHAETHIZ[19], SDNS &3 CNI fGRE 2 ££[17). SDNS AFIEREHGR, REERFADITE, CTXH)/® MMF. EIERAESSERECNI |«
£(20], SHPIZSBRAHFITAH CNI, 25285 CNI[21]) ; TIRE: PIISSH; XBA: CNI L CTX hBmNE=SRN; 7RRCT[12, 13, 14, 15, 16, 17, 18], 2 WBAFIFIZ[20, 21]f11 1%
NRSI[19] Meta ¥, 432 §i-
o Large B 128¢ FHoysdE- 23/24 AI12] © 17/24 Al12] © FRNS/SDNS: Very low- Downgrade reasons: « I
o Varies FRNS/SDNS« 15/15 Al13]¢ 5/14 A[13] Total 15¢ 395 fewer per 1,000+ 8000+ -Risk of bias | 2 levels«
(77/220; 133/212) : « 22/60 A[14] « 6/60 A[14] « (f&J 522 fewer to 202 -Inconsistency | 2 levels<
H OR =0.18, 95%C1:0.07~0.44<| 14/15 A[15]¢ 2/15 AL15)¢ fewer)« [dlferent populstion, ressarch
= Uncertain FRNS/SDNS+ 9/20 A[16] 9/20 A[16] FRNS/SDNS+: © ;’;’f IR, MRENET
(52/92; 63/75) : 14/15 Al17] Total 16+ 22/33 A[17] Total 35¢ 341 fewer per 1,000+ merecision 1 2 levels-
OR =0.19, 95%Cl:0.05~0.68<| 15/15 A[18]~ 2/15 Al18] © (from 632 fewer to 59 i 60-805%)
FRNS/SDNS- 10/27 Al19] « 3/19 Al19]¢ fewer)« Net downgrade: <
(25/128; 70/137) : 7/13 AL20] ¢ 5/10 Aj20]« FRNS/SDNS-: « - Publication of bias
OR =0.15, 95%Cl:0.03~0.68« | 6/8 A[21] ¢ 6/10 Al21] « 375 fewer per 1,000+ ~ Indirectness of evidence«

RTX BRI ERIEE: @
(46/86; 66/69) «

OR =005, 95%C1:0.01~0.18|
RTX$ZCTX, CNI = MMF:
(31/134; 67/143) «

OR =032, 95%Cl:0.13~0.82¢]

(from 481 fewer to 96
fewen)-

RTX BEeRBEEmEE: «
433 fewer per 1,000«
(from 776 fewer to 158
fewer)«

RTXECTX, CNIZE
MMF: «

243 fewer per 1,000«
(from 366 fewer to 49

fewer)<

No upgrade reasons

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

FBEZR? RIENET 12 BNSREMZRER/N GRENATREMFA MABREERE

RTX jaf7 FRNS/SDNS 2)LBEiS 12 B CTX. CNI, REFIEERMERNE 1 FERERRT 80%ZaHA
E) TSR RN TH T

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Llarge / Vote Results: 2/14 chose “Large”,

u] Moderate 6/14 chose “Small”, 6/14 chose
M  Small “Trivial” .

M Trivial

o Varies Experts voted even, but the overall
o Uncertain trend was “small” .




4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough

from what the research found that it might affect a decision about the intervention?
RTX FFfaH CTX, CNI, REFIsEmEREE 1 FERFFET 80% A mHIf A RMINERIERNSARE? EF RTX TR 1 FERKIEET 80% AR gesm, FIkT RTX T
AT IR,

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

M  Very low / Vote Results : 2/14 chose " Very
u] Low low"” , 4/14 chose “Llow"” , 5/14
o Moderate chose ” Moderate " , 3/14 chose
o High “High” .

o No included studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different
individual value the outcomes large enough that it could lead to different decisions?

XJ RTX ja77 FRNS/SDNS )L CTX, CNI, LEFISEMERYER 1 FERFRET 80%-aENEE, EEEMARMEENAEERIZRLME? RTX FHER CTX. CNI, RREFIseIR =R
1 FERFIHRT 80%CANENEETEZR? FHEMIRERELSHARIIRER? FHEMAIIESN IAMEFIERERER, UMAIIES DAEEFENREENER.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Important uncertainty or variability |/ Vote Results: 2/14 chose “Probably
o Possibly important uncertainty or no Important  uncertainty or
variability variability “ , 12/14 chose “ No
o Probably no important uncertainty Important uncertainty or
or variability variability” .

M No important uncertainty or

variability

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable

and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?
48 RTX X CTX. CNI. LERISEMFERNE 1 EEAERRT S0%EAFEES, FMATF RTX F2 CTX, CNI, L&F, BINEREEMEMNATAEREFIEE: M OAEFNENREE; fiZ
K? ; B2R? ; HIHERNERYE, SUE2X? ; KESXK? ;| oREMERIEA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




o Favours the comparison / Vote Results: 5/14 chose “Probably
o Probably favours the comparison favours the intervention " , 9/14
O Does not favour either the chose “Favours the intervention” .
intervention or the comparison

o Probably favours the intervention
Favours the intervention

Varies

oo g

Uncertain

7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparison?

RTX FFEH CTX, CNI. LEFISEIRERNE 1 FERERRT 80%EAMAIHELZK? RTX B 1 FEREERT 80%LA, RTX FIXIRACTX, CNI, REH, SmERNER)RISHAA
SFHEEZKX?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Llarge costs Refer to recommendation 18 Vote Results : 8/14 chose
o Moderate costs “Negligible costs or savings”, 5/14
M Negligible costs or savings chose “ Moderate savings” , 1/14
o Moderate savings chose “Large savings” .

o Llarge savings

o Varies

o Uncertain

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?

Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

A HAGEEREWE? RTXE CTX, CNI, REFISRIRERNE 1 FERFETIET 80%EAMASH (BIEAY. FREFHEA) EXIEEREE.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

M  Very low Refer to recommendation 18 Vote Results : 3/14 chose " Very
u] Low low” , 3/14 chose "Low"” , 5/14
o Moderate chose “ Moderate ”, 2/14 chose
o High “High”, 1/14 chose “No included
o No included studies studies” .

Referring to recommendation 18, the
quality of evidence is very low.




9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?

Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity
analyses, and the reliability and applicability of the economic evaluation?

RTX % CTX. CNI, LREFIsSmEREE 1 FEAENE T 0% AR ASER DT EMET RTXIEE CTX, CNI, LREFl, BnERHEMAATAESO T THREIRANE: N HRANAREES
T, NEFIER AR, SRS, SEFTEAIE MG,

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Favours the comparison Refer to recommendation 18 Vote Results: 4/14 chose “Probably
o Probably favours the comparison favours the intervention ” , 10/14
o Does not favour either the chose “Favours the intervention” .

intervention or the comparison
o Probably favours the intervention
Favours the intervention

Varies

oo g

No included studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions
across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?

RTX % CTX, CNI. REFRIsERIREREE 1 FERFEERRT 80%EANERESEBARTERIERE, WEEREESENRE? SHARNIREL K FR T RAEN BRIt SRR RRAI =S,
MR EESEAMRRE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Reduced / Vote Results: 4/14 chose “Probably
o Probably reduced Reduced”, 5/14 chose “ Probably
M  Probably no impact no impact “ , 4/14 chose
O Probably increased “Increased” , 1/14 chose “Varies” .
o Increased

o Varies

o Uncertain

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects

(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
BILRHERKEEESZ RTX R CTX, CNI, ZEFISEIRERYE 1 FERERET 80%AA? BIIRERKERSEZ T RARE. SR, SEiRETRIVEHANTIRRAE; EEaX




FEHIBTSERNENSRERNER, ERaHTOEEBIERISIEAT.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No / Vote Results: 5/14 chose “Probably
Probably no Yes”, 9/14 chose “Yes” .

Probably yes
Yes

Varies

OO go oo

Uncertain

12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No / Vote Results: 1/14 chose “Probably
Probably no Yes”, 13/14 chose “Yes” .

Probably yes
Yes

Varies

OO go oo

Uncertain




SUMMARY OF JUDGEMENTS

CRITERIA

DECISION

. PROBLEM

. BENEFITS

. HARMS

. QUALITY OF EVIDENCE

. VALUES

No Probably no Probably Yes Varies | Don't know
Trivial Small Moderate Varies | Don't know
Large Moderate Small Trivial Varies | Don't know

Low Moderate High No included studies

Probably Important

Probably no Important

No Important uncertainty or

. BALANCE OF EFFECTS

. RESOURCES REQUIRED

CERTAINTY OF
. EVIDENCE OF REQUIRED
RESOURCES

. COST-EFFECTIVENESS

Important uncertainty or variability ) o ] o Varies
uncertainty or variability uncertainty or variability variability
Favours the Probably favours the |Does not favour either the intervention| Probably favours the )
. . . . ) Favours the intervention | Varies | Don't know
comparison comparison or the comparison intervention
Large costs Moderate costs _ Large savings Moderate savings Varies | Don't know

Favours the

Low

Moderate

Probably favours the

10EQUITY

11ACCEPTABILITY

Does not favour either the intervention

intervention

Probably favours the

Probably Increased

12FEASIBILITY

comparison comparison or the comparison
Reduced Probably Reduced
No Probably no Probably Yes
No Probably no Probably Yes

TYPE OF RECOMMENDATION

High

No included studies

Increased

Varies | Don't know
Varies | Don't know
Varies | Don't know
Varies | Don't know




Strong Conditional Conditional Conditional

recommendation | recommendation | recommendation | recommendation

against the against the for either the (for the intervention
intervention intervention intervention or the
comparison
(@) (@) (@) (@) (@)
CONCLUSIONS

Reason for recommendation

Relapse rate is an important reference factor of RTX treatment.

Recommendation(text)

One-year relapse rate following first course of RTX treatment in children with FRNS/SDNS is decreased by 82% compared with the control
group (RTX vs. placebo, decreased by 95%; RTX vs. CTX/CNI/MMF, decreased by 68%). (1D)

Subgroup considerations

1. Population subgroups: FRNS/SDNS+, FRNS/SDNS-;
2. Intervention subgroups: blank/placebo, other immunosuppressants (e.g. CTX/CNI/MMF).

Implementation considerations

1. The confidence interval of evidence merging results is too wide;
2. The quality of evidence is very low;
3. The limitation lies in the fractional intervention (first course of RTX treatment) and the isolated outcome indicator (12-month relapse rate).



Recommendation 2: Average 1-year relapse rate following first course of RTX treatment (375 mgem-
2, variable doses) is 41% in children with FRNS/SDNS (47% in FRNS/SDNS+, and 22% in

FRNS/SDNS-). (1D)

Does RTX improve clinical outcomes in children aged 1-18 years with SSNS compared with other

immunosuppressants or blank/placebo control?

STUDY TYPE Single-arm study and the RTX group in two-arm study

POPULATION FRNS/SDNS, FRNS/SDNS+, FRNS/SDNS-

INTERVENTION First course of RTX treatment: 1~4 doses, with a single dose of 375 mg-m-2 once every 1~2 weeks

COMPARISON No

MAIN OUTCOMES 12-month relapse rate of RTX treatment

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS No

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

RTX j&77 FRNS/SDNS, FRNS/SDNS+#1 FRNS/SDNS-2JLkET 12 BNEAEEEMEMD? RIFURAIFTEMZSHEEANMEESEANSAN. FEMIZSHERENS, Mt

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




No
Probably no
Probably yes
Yes

Varies

OO go oo

Uncertain

2. Desirable effects: How substantial are the desirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?
RTX j&fr FRNS/SDNS 2)LEES 12 BRISARZE 41%. FRNS/SDNS+8)LBES 12 RIS R 47%. FRNS/SDNS-B)LHE 12 BRNERRE 22%NEEHINESX? RIEMHE 12 BNSERREREEN
FEREA/N GRERIFTEEMAN MAMERBERIERE) YT IEIERIE et THI T

Vote Results:

1/13 chose “Probably

Yes”, 12/13 chose “Yes” .

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Trivial R [ HRMEAAD | Ty B [ # (95%C © [ mEmm- || Vote Results: 1/13 chose
EEAB/BAEC <
O Small ABE: FRNS/SDNS (5 {UEMIME, 255 CNI 5t MMF Rt asiIEraIE[440,21], SDNS BEGRIFANHIL, CTXF/3X MMF(378], CNI [5[339), CNI st MMF Rftsesemil |« | Moderate ", 12/13  chose
{EME [133, 95, 69,219,230]) ; AFEFIZEBRAEINIXEY 4 BREAFIFHZE[339,354,379,196]F1 8 FRFEHIFRFIIRE([196,230,21,133,95,69,124,178] 4 Meta 317,385 il " "
g Moderate B85 12 B0 S B 9371230, © RTX: © /e .| “Large” .
M Llarge [339,354,379,196]~ 37/46[339], 41%(95%C1:31%~52%)
8 ERBIREIIRS 3/7[124], < FRNS/SDNS+: «
O Va ries [21,230,133,95,69,124,178] | 7/10[354] « 47% (95%Cl:36%~59%)<
. 1 % NRSI[226]+ 10/17[196],« FRNS/SDNS-: «
a U nCerta N 7 & RCT= 8/28[95],+ 22% (95%C1:9%~37%)<
[354,54,340,30,193,337,496]< | 17/34[21], <
14/430133),
8/18[69],«
37/61[178],
12/85[379]¢
&R Bl \ TRRERIREE (B BI) - [ ime , 3
AR TR (95%Ch © | TR [ TR [ e | mm e |
EEA/BARC N
AB¥: FRNS/SDNS- ({UBERia77/S SDNS [54, 340, 193, 275, 337], (UMERAHNASHAHENKIL226], SDNS B3+ CNI (KIZELD 2 ££[30], SDNS AFUSBMEREM, HEEERIFZHERIL, ¢
CTX /5% MMF, [SESFIZE8s; CNI &[378], BARRERMAHNAFAH CNI, 2BHEM CNI[199]) ; FiRE: FIZEPHR; JRAE: CNI K CTX SHEINTNTEN; 7 17 RCT[54,
340, 30, 193, 275, 337, 496], 2 RWPAFURAZE[378, 199]#1 1 1& NRSI[226] Meta 31f, 432§~
BE5 12 B T/ AR 7/13 AI378] « 5/10 A[378] « FRNS/SDNS: « R PRREER: <
FRNS/SDNS« 23/24 A[193] « 17/24 A[193] < 1000 AJR> 395 A {RERERE 2 Foe
(77/220; 133/212) : « 22/60 A[54] < 6/60 A[54] < (202~522) « TR
OR =0.18, 95%Cl:0.07~0.44<| 14/15 A[30] BAEL 16¢ 22/33 A[30] BAEL35¢ FRNS/SDNS+: « FERERE 1 R
FRNS/SDNS+- 6/8 AI199] © 6/10 A[199] © 1000 A 341 A B
(52/92; 63/75) : < 10/27 A[226] 3/19 Al226]¢ (59~632) « AR
OR =0.19, 95%Cl:0.05~0.68<| 9/20 A[275] « 9/20 A[275] « FRNS/SDNS-: « FHEEE: T
FRNS/SDNS-< 15/15 A[340]« 5/14 A[340] 28 15¢ 1000 AR 375 A
(25/128; 70/137) : « 14/15 A[337]¢ 2/15 A[337]¢ (96~481) «
OR =0.15, 95%Cl:0.03~0.68< | 15/15 A[496]< 2/15 A[496]< RTX BRsZ=ant
RTX SRR S IR B o
(46/86; 66/69) « 1000 AR 433 A
OR =0.05, 95%Cl:0.01~0.18« (158~776) «
RTXE CTX. CNI& MMF: RTX$CTX, CNIE
(31/134; 67/143) « MMF: «
OR =0.32, 95%Cl:0.13~0.82¢ 1000 A 248 A
(49~366) <

Refer to Meta Figure 3, Figure 4-1, Figure 4-2, Figure 5-1, Figure 5-2




3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?
RTX j&fr FRNS/SDNS 2)LEES 12 BRISRE 41%. FRNS/SDNS+8)LKES 12 BRISREE 47%. FRNS/SDNS-B)LHE 12 BNER=: 22%NAREIIEEX? RIENHH 12 BNSRZEHZI(ER
N GREBRIRTREMAMAME R ERER) TGN RENE T

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Large / Vote Results : 1/13  chose
u] Moderate “"Moderate”, 7/13 chose “Small”,
M  Small 5/13 chose “Trivial” .

o Trivial

o Varies

u] Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough
from what the research found that it might affect a decision about the intervention?

RTX jaf7 FRNS/SDNS f2)LiEi5 12 BRISAEE 41%. FRNS/SDNS+E )L 12 BRSERE 47%. FRNS/SDNS-FJLEE 12 BRNEARE 22% G =2 NFIAREIMEXIHENSRRR? EF RTX 8
fr FRNS/SDNS %) LkE15 12 BRSERE 41%. FRNS/SDNS+EJLKES 12 BIEAZE 47%. FRNS/SDNS-EJLKE 12 BRISAER 22%RIATRESNE, FIBT RTX TR E B FIURR =420

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

M  Very low / Vote Results: 4/13 chose “Low”,
o Low 7/13 chose “ Moderate " , 2/13
o Moderate chose “High” .

o High

o No included studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different

individual value the outcomes large enough that it could lead to different decisions?

X4 RTX ja77 FRNS/SDNS 8 LBE 12 BRISAE 41%. FRNS/SDNS+EJLAET 12 BRISAZ 47%. FRNS/SDNS-BJLHEYI 12 BRIEARE 22%EMEE, EEEMITEMFENRELZRLL?
{R%$ RTX ja57 FRNS/SDNS 28 LBE 12 BRISAZE 41%. FRNS/SDNS+8LEE 12 BRISAZ 47%. FRNS/SDNS-E)LKEY 12 BNERE 22%NENEEESA? FTHELIZHIERESSEA
BIRVRER? AHEIMAIEN DIAMEFRIERRE, MR DAEEEEEES.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Important uncertainty or variability |/ Vote Results : 1/13  chose




o Possibly important uncertainty or " Important  uncertainty  or

variability variability ", 1/13 chose “Probably

o Probably no important uncertainty Important uncertainty or

or variability variability ", 5/13 chose “Probably

M No Important uncertainty or no Important uncertainty or

variability variability “ , 6/13 chose “ No
Important uncertainty or
variability” .

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable
and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?

R4 RTX jas7 FRNS/SDNS )Lk 12 BAISR=E 41%. FRNS/SDNS+E)LKE 12 BRISRE 47%. FRNS/SDNS-B)LKEYT 12 BRISREE 22%A9FISM AT 5 EAEFISE: MRS DAEER AT
BUER; FIZK? ; B2X? ;) MiHEAERL, E0E2X? ;| NKRSK? ;| TEEIEREA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Favours the comparison / Vote Results: 3/13 chose “Probably
o Probably favours the comparison favours the intervention " , 10/13
O Does not favour either the chose “Favours the intervention” .

intervention or the comparison

o Probably favours the intervention
Favours the intervention

Varies

oo g

Uncertain

7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?
RTX &7 FRNS/SDNS %) LBEY 12 BRISREE 41%. FRNS/SDNS+ZEJLEE 12 BRIS AR 47%. FRNS/SDNS-FJLEET 12 BRISREE 22%HIAHBESZK? XHEAEEK?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




o Large costs Refer to recommendation 18 Vote Results 7/13  chose
o Moderate costs “Negligible costs or savings”, 5/13
M Negligible costs or savings chose " Moderate savings” , 1/13
o Moderate savings chose “Large savings” .

o Llarge savings

o Varies

o Uncertain

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?

BRASZ HAGIEEREE? XJ RTX 857 FRNS/SDNS B)LkEi5 12 BRISRZ 41%. FRNS/SDNS+ZE)LBEYS 12 BRIERZE 47%, FRNS/SDNS-ZEJLBEYS 12 BMNERE 22%IpA < (BiE5. £
Be5ERF) EKIEERIREEME.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
&  Verylow Refer to recommendation 18 Vote Results : 2/13 chose “ Very
o Low low”, 7/13 chose “Low”, 3/13
o Moderate chose " Moderate " , 1/13 chose
o High "High” .
o Noincluded studies
Referring to recommendation 18, the
quality of evidence is very low.

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?

Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity

analyses, and the reliability and applicability of the economic evaluation?
RTX j&f7 FRNS/SDNS £JLES 12 HEAZE 41%. FRNS/SDNS+8&)LEEY 12 BRSREE 47%. FRNS/SDNS-F8)LEE 12 BRSRER 22%HIa A N A T A E DT FRRIRANSES : X2 HmA
ARG XSFIEINFREM SR, SRR, ST EMAIERME.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




o Favours the comparison Refer to recommendation 18 Vote Results: 4/13 chose “Probably
o Probably favours the comparison favours the intervention " , 9/13
o Does not favour either the chose “Favours the intervention” .
intervention or the comparison

o Probably favours the intervention
Favours the intervention

Varies

oo g

No included studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions

across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?
XNBEERFHRIFNE? RTX &7 FRNS/SDNS 2L 12 BRIEARZE 41%. FRNS/SDNS+8)LBES 12 BIEARE 47%. FRNS/SDNS-2)LEE 12 BRNEREE 22%HENBIEEBESE ARTE
FTBE, MR EESENRRE? 58 AN AREL KM TRIVE GRS ARERNERYE, MEEEESERRRE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Reduced Vote Results: 4/13 chose “Probably
M  Probably Reduced Reduced”, 4/13 chose “Probably no
o Probably no impact impact ” , 2/13 chose " Probably
O Probably increased increased ", 2/13 chose
O Increased “Increased”, 1/13 chose “Varies” .
o Varies

u] Uncertain The availability of medicines (remote

areas, whether to seek medical
treatment, etc.) and the
comprehension of clinical knowledge
may vary by different population,
economy and regions. Therefore, after
taking into  account possible
problems that disadvantaged groups
(disability, poor economic conditions,
etc.) may face, experts finally chose
“Probably reduced” after

discussion.

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects




(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?

BLREFRIKEEEES RTXa77 FRNS/SDNS ) LbE 12 BRIS AR 41%. FRNS/SDNS+E)LBEYS 12 BAISRZE 47%. FRNS/SDNS-FJLBEY 12 BRERE 22%E) LR ERKEEREZ T
AOgRES, (HEMSIH, SEHBRETSRAMEHINNARRE; BESWFIEHIMESERNMENSERNERL, EAaHTCEEBIERISHIEaT.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No Vote Results: 4/13 chose “Probably
Probably no Yes”, 9/13 chose “Yes”,

Probably yes
Yes

Varies

OO go oo

Uncertain

12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No Vote Results: 1/13 chose “Probably
Probably no Yes”, 12/13 chose “Yes”,

Probably yes
Yes

Varies

OO go oo

Uncertain

SUMMARY OF JUDGEMENTS (13/14)

CRITERIA DECISION
PROBLEM No Probably no Probably Yes Varies Don’ t know
BENEFITS Trivial Small Moderate Varies Don’ t know
HARMS Large Moderate Small Trivial Varies Don’ t know
QUALITY OF . . _

Low Moderate High No included studies
EVIDENCE




CRITERIA DECISION
) o Probably Important Probably no Important
VALUES Important uncertainty or variability ) o . o Varies
uncertainty or variability uncertainty or variability
BALANCE OF Favours the Probably favours | Does not favour either the intervention or [Probably favours
. . ) . ) Varies Don’ t know
EFFECTS comparison the comparison the comparison the intervention
RESOURCES .
Large costs Moderate costs Large savings Moderate savings Varies Don’ t know
REQUIRED
CERTAINTY OF
EVIDENCE OF
Low Moderate High No included studies
REQUIRED
RESOURCES
COST- Favours the Probably favours [ Does not favour either the intervention or |Probably favours
) ) ) Varies Don’ t know
EFFECTIVENESS comparison the comparison the comparison the intervention
) Probably )
. EQUITY Reduced Probably no impact Increased Varies Don’ t know
Increased
11. ACCEPTABILITY Probably no Probably Yes Varies Don’ t know
12. FEASIBILITY No Probably no Probably Yes Varies Don’ t know

TYPE OF RECOMMENDATION

Strong Conditional Conditional Conditional
recommendation | recommendation | recommendation | recommendation
against the against the for either the |(for the intervention

intervention intervention intervention or the

comparison



o
o
o
o
o

CONCLUSIONS

Reason for recommendation

Relapse rate is an important reference factor of RTX treatment.

Recommendation(text)

Average 1-year relapse rate following first course of RTX treatment (375 mg-m-2, variable doses) is 41% in children with FRNS/SDNS (47% in
FRNS/SDNS+, and 22% in FRNS/SDNS-). (1D)

Subgroup considerations

Population subgroups: FRNS/SDNS+, FRNS/SDNS-.

Implementation considerations

1. The quality of evidence is very low;

2. The limitation lies in the fractional intervention (first course of RTX treatment) and the isolated outcome indicator (12-month relapse rate)
as well as data merging of single-arm and two-arm studies;

3. In consideration that data sources of doses use were not completely consistent and data description was not clear, no separated
recommendation was generated after discussion.

4. Thirteen experts participated in this vote and one expert did not submit on time.



Recommendation 3: There is no difference in 2-year relapse rate between first course of RTX

treatment and continuous immunosuppressive therapy in children with FRNS/SDNS. (2D)

Does RTX improve clinical outcomes in children aged 1-18 years with SSNS compared with other
immunosuppressants or blank/placebo control?

STUDY TYPE Single-arm and two-arm study

POPULATION FRNS/SDNS. FRNS/SDNS-. FRNS/SDNS+

INTERVENTION RTX

COMPARISON Blank, CTX, CNI

MAIN OUTCOMES 2~4-year relapse rate of RTX treatment

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS No

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: RTX 477 FRNS/SDNS. FRNS/SDNS-+f FRNS/SDNS-58 L8 2~4 S RREA(ANID? {REDEOT B S SRR LR T RaMEI. FENE SRS,
Hretti

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o No / Vote Results: 2/14 chose “Probably
o Probably no no ", 3/14 chose “Probably Yes",
o Probably yes 9/14 chose “Yes”

M  Yes

o Varies

o Uncertain

2. Desirable effects: How substantial are the desirable anticipated effects?




Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?
BT RTX XA FRNS/SDNS, FRNS/SDNS+#1 FRNS/SDNS-Z£ LB 2~4 FERETERNEREFINEZR? RIBHEY 2~4 FERFEREEMAREMEA/ GREAIRTREMERT MAEIRE
EMRRRE) TSRS T

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Trivial &R BLsE- \ UBBRIEIE (SO [ = ‘| Vote Results: 14 ch “Small”
S R osHa < | e ‘ =8 ‘ TS || e | ote Results: 6/14 chose “Small”,
®  Small SEABY/EAB ‘| 3/14 chose “Moderate”, 5/14 chose
AB¥: FRNS/SDNS ({UMEGAST/E SDNS [340], BAFIRSSMNAHAASH CNI, SR8 CNI[199], SBOUPIMME, 255 CNI 3 MMF RRESDHFIERG440]) ; FRed: fiszEse
o Moderate #i; RFRE: CNI 3% CTX SRMREVERIN; 1 16 RCT(340] , 2 BMAGUFASEL199, 440] Meta 3R, 163 61 “Large,”
BEif 24 B FRNS/SDNS: « 7/8 A[199] « 9/10 A[199] < FRNS/SDNS: « R PHRER: <
[m} Large (44/61; 80/102) « 15/15 A[340]< 6/9 A[340]528% 15¢ 1000 A 82 A (254, {RIETRBSEE 2
. OR=0.65, 95%Cl:0.31~1.35¢ | 58/79 A[440]RBiARISEAFE 29/42 A[AA0BBAZISENES | 18In46) < AR . .
o Varies wmmmon. | | After rating, the accuracy is reduced
i BERERER . o
o Uncertain [ by 2 and the risk of bias is reduced by
&R ] AR | W S8 [ & (95%Cl) | wmemm- || 2. Integrating expert opinions, the
FEAB/BABC ‘

IABE: FRNS/SDNS ({WE5ATTIS SDNS [337], SRHREMBE, 255 CNI 3 MMF 3 MZR B Si0AIAIERF21,215], CNI f3(339), CNI 3% MMF Rt isisiEmE .| quality of evidence is very low.
[133,95,230]) , Fi RIZEESM, 15 RCTI337), 1 MIASUFSRI339]70 5 MABIRFUBLSI230, 133, 95, 21,215], 204 6l
FEi7 24 B 18 RCT[337], 21/27[21], < RTX: ¢ /e I«

AERI339) 47/51 [219), T2%(95%C161% ~ 83%) The results of no difference in 2-year
5 BRGIRFIRS 17/29[230), FRNS/SDNS+: < .
[21,215, 230,133, 95]¢ 36/40[339), < 75% (95%C1:63%~86%)< relapse rate may be out of variable
14/28[95],+ FRNS/SDNS-: « . .
27/431133) 54% (95%CI33%-T5%)e study designs and control settings.
/15 3371 With the addition of small sample
AB¥: FRNS/SDNS ({LHEEATTIS SDNS [337], SBoREIER, 265 CNIEE MMF 5% MZR Htt@&MHEFIERRE121,215]) . T FIRESR, 1 5 RCT[33711 2 BREHIRIIRES |«
[21,215], 916 size, the conclusion has limited
ABY: FRNS/SDNS , F7: FIZE8IR,1 8 RCT[337], 2 BRBIRFIRES(21,215], 91Fl- s L
B8/ 36 B 18 RCT337)0 23/25121], - FRNS/SDNS: - /o . | reference significance.
2 BRBIRBURE[21, 21510 | 47/511215] 87%(95%CI:79% ~ 94%)
7/15 A337)¢ FRNS/SDNS+:

92% (95%CI:85%~98%)
FRNS/SDNS -: ©

47% (95%C121%~73%)°
AB¥: FRNS/SDNS , F%: RISELH.1 & RCT[337),15 Bl N
B 48 B2 [ 1/ RCT[337) [ 7/15 AIB37)° /e /2 !

Refer to Meta Figure6, Figure 7 and Figure 8

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?
BJTHE RTX BXHRiasT FRNS/SDNS. FRNS/SDNS+#1 FRNS/SDNS-ZE)LEES 2~4 FERFTERNARYINGSK? RIEHE 2~4 FERFRRIER/ GREFEATRTREMERMAERBEERITEE)
X TFFUE TR RIS THIMT

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




o Large / Vote Results : 2/14  chose
O Moderate “Moderate”, 8/14 chose “Small”,
¥  Small 2/14 chose " Trivial ", 2/14 chose
o Trivial “Don’ t know" .

o Varies

o Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough

from what the research found that it might affect a decision about the intervention?
BTTE RTXBXIHRIGTT FRNS/SDNS, FRNS/SDNS+#1 FRNS/SDNS-8)LBE 2~4 FERFTERIIGHR T IARMIVEREHENSARE? EF RIX TSN 2~4 FERFEATEIN, FIiT RTX
TR R B SI FHUR K=

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

M  Very low / Vote Results: 11/14 chose “Very
o Low low”, 3/14 chose “"Low” .

o Moderate

o High

o No included studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different

individual value the outcomes large enough that it could lead to different decisions?

BTTE RTX BXHRiasT FRNS/SDNS, FRNS/SDNS+#1 FRNS/SDNS-2)LHEiS 2~4 FEARXTERNEMER, REEMIRRMFERAEMZAM? RYETTIE RTX BXIHRIaT FRNS/SDNS,
FRNS/SDNS+#1 FRNS/SDNS-ZBJLHE; 2~4 FEREREREMEETEZA? THEMIZUMEERERSSHARRVRE? FAHEMAIEY DMEFIEFERE,; TUMAITERS LA EFENREER
ER.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Important uncertainty or variability |/ Vote Results: 1/14 chose “Important
M  Probably Important uncertainty uncertainty or variability " , 6/14
or variability chose “ Probably Important
o Probably no important uncertainty uncertainty or variability ", 4/14
or variability chose “ Probably no Important
o No important uncertainty or uncertainty or variability " , 3/14
variability chose “"No Important uncertainty or

variability” .




6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable
and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?

RUEEFTE RTX BXJERIGT FRNS/SDNS, FRNS/SDNS+#] FRNS/SDNS-Z8)LBE 2~4 FERFETEFFIBMMAT S EMGEHEE: MO DIAMEFNEWRE, MSX? | BEX? | AIHEEH
t; EOBZKR? ; NRSK? ; STEEHIENGA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Favours the comparison / Vote Results: 6/14 chose “Does not
o Probably favours the comparison favour either the intervention or the
M Does not favour either the comparison”, 3/14 chose “Probably
intervention or the comparison favours the intervention " , 4/14
o Probably favours the intervention chose “Favours the intervention”,
o Favours the intervention 1/14 chose “Don’ t know” .

o Varies

o Uncertain

7. Resources required: How large are the resource requirements (costs)?
Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?

B2 RTX B33 BB FRNS/SDNS, FRNS/SDNS+#1 FRNS/SDNS-2)LBES 2~4 FERFRLESHRATHESA? SHHEAGEZSK?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Llarge costs Refer to recommendation 18 Vote Results : 9/14 chose
o Moderate costs “Negligible costs or savings”, 1/14
M Negligible costs or savings chose “ Moderate savings” , 1/14
o Moderate savings chose “Varies”, 3/14 chose "Don’ t
mi Large savings know" .

o Varies

o Uncertain

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?

Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

AT HEHERENE? 2 RTX B388iA77 FRNS/SDNS, FRNS/SDNS+#1 FRNS/SDNS-R8)Liif 2~4 FEARTESHMASY (SEHY. [FR=EEA) EXHENREE.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




M  Very low Refer to recommendation 18 Vote Results : 9/14 chose “ Very
o Low low”, 2/14 chose "Llow"” ,6 2/14
O Moderate chose “Moderate”, 1/14 chose “"No
o High included studies” .

[m}

No included studies

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?

Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity
analyses, and the reliability and applicability of the economic evaluation?

BJTHE RTX BxHRiasT FRNS/SDNS. FRNS/SDNS+#1 FRNS/SDNS-ZE LB 2~4 FERFTERMNIMAREOTNAT AE LT FIRAIRARES : XHBRANNRESSTUY; XEFERNAHE
EMEEE; SRS, SFNTEREEMRERE.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Favours the comparison Refer to recommendation 18 Vote Results: 3/14 chose "Does not
o Probably favours the comparison favour either the intervention or the
o Does not favour either the comparison”, 2/14 chose “Probably
intervention or the comparison favours the intervention " , 4/14
o Probably favours the intervention chose “Favours the intervention”,
M  Favours the intervention 2/14 chose “Varies”, 3/14 choose
o Varies “No included studies” .

o Noincluded studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions

across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?
NEERFHRFNEN? 5772 RTX BXIHRIAfT FRNS/SDNS, FRNS/SDNS+#1 FRNS/SDNS-2)LEES 2~4 FERETLERNENEREEEESBBAFISEE, WHEEESEMRE? 558 ARN
FEELK S TFRAEN G SRARRNEEY, MEEEERENMRRE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Reduced / Vote Results: 8/14 chose “Probably
M  Probably Reduced Reduced”, 2/14 chose “Probably no
o Probably no impact impact”, 1/14 chose “Increased”,
O Probably increased 3/14 chose “Don’ t know" .

O Increased

o Varies

o Uncertain




11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects

(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
BLRERKEREZEITTE RTX BXI#RIa7 FRNS/SDNS, FRNS/SDNS+#] FRNS/SDNS-B)LHE] 2~4 FERFETER? B)IRERKEESEZ TN RIS, (HERSIY, SumtikaTka
BHNNARRLN,; 2EaXFEANESENNERSHRYER, ST CEEBEEIZIEaTT.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o No / Vote Results: 2/14 chose “Probably
o Probably no no ", 6/14 chose “Probably Yes”,
&  Probably yes 6/14 chose “Yes” .

M  Yes

o Varies Experts voted even, but the overall
o Uncertain trend was "yes” .

12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No / Vote Results: 5/14 chose “Probably
Probably no Yes”, 9/14 chose “Yes” .

Probably yes
Yes

Varies

OO go oo

Uncertain




SUMMARY OF JUDGEMENTS

CRITERIA

DECISION

. PROBLEM

. BENEFITS

. HARMS

. QUALITY OF EVIDENCE ‘

. VALUES

No Probably no Probably Yes _ Varies Don’ t know
Trivial Small Moderate Large Varies Don’ t know
Large Moderate Small Trivial Varies Don’ t know

Low Moderate High No included studies

Important uncertainty or variability

Probably Important

uncertainty or variability

Probably no Important

uncertainty or variability

No Important uncertainty

or variability

Varies

. BALANCE OF EFFECTS

Favours the

comparison

Probably favours

the comparison

Does not favour either the intervention or

the comparison

Probably favours

the intervention

Favours the intervention

Varies Don’ t know

. RESOURCES REQUIRED

CERTAINTY OF EVIDENCE
. OF REQUIRED
RESOURCES

. COST-EFFECTIVENESS

Large costs

Moderate costs

Negligible costs or savings

Large savings

Moderate savings

Varies Don’ t know

Low

Moderate

High

No included studies

10 EQUITY

11 ACCEPTABILITY

12 FEASIBILITY

Favours the | Probably favours | Does not favour either the intervention or |Probably favours
. . ) ) ) Varies Don' t know
comparison the comparison the comparison the intervention
] Probably )
Reduced Probably Reduced Probably no impact Increased Varies Don’ t know
Increased
No Probably no Probably Yes Yes Varies Don’ t know
No Probably no Probably Yes Yes Varies Don’ t know

TYPE OF RECOMMENDATION




Strong Conditional Conditional Conditional Strong
recommendation | recommendation | recommendation | recommendation | recommendation
against the against the for either the |for the intervention|for the intervention
intervention intervention intervention or the
comparison
o o o o o
CONCLUSIONS

Reason for recommendation

Relapse rate is an important reference factor of RTX treatment.

Recommendation(text)

There is no difference in 2-year relapse rate between first course of RTX treatment and continuous immunosuppressive therapy in children with
FRNS/SDNS. (2D)

Subgroup considerations

Population subgroups: FRNS/SDNS+, FRNS/SDNS-.

Implementation considerations

1. The results of no difference in 2-year relapse rate may be out of variable study designs and control settings.
2. Because of few studies and small samples, the conclusion has limited reference significance.

Research priorities



Population subgroups: FRNS/SDNS+, FRNS/SDNS-.



Recommendation 4: Median time to first relapse is about 10 months in children with FRNS/SDNS +

after first course of RTX treatment with a follow-up of = 12 months. (1D)

Does RTX improve clinical outcomes in children aged 1-18 years of age with SSNS compared with other
immunosuppressants or blank/placebo control?

STUDY TYPE Single-arm study

POPULATION FRNS/SDNS+

INTERVENTION RTX

COMPARISON Blank, CTX, CNI

MAIN OUTCOMES Median time to first relapse with a follow-up of > 12 months

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS No

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

RTX j&877 FRNS/SDNS+EJLAET 12 AL EEREAREESMEMD? RIFRNTESMASMREEAMEESESAL. FEMMEASIEENS, Mt

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No Vote Results: 1/14 chose “Probably

Probably no Yes”, 13/14 chose “Yes” .

Probably yes
Yes

Varies

OO go oo

Uncertain

2. Desirable effects: How substantial are the desirable anticipated effects?




Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

RTX j&f7 FRNS/SDNS+E) LT 12 BLAEERERATE 10 MERNEZERIMEEZKR? RiEMS 12 BULERERMNAEREEEMIMAEA/N GRENATSEEMEMMIMEREENERE) YT iEiENg
RS TH

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
. &R \ ARMERE. | e \ % (95%Cl) © [ imEmm- | . " "
o Trivial YT | Vote Results: 1/14 chose “Small”,
O Small ABE: FRNS/SDNS (RRSHREAMME, 255 CNI 5 MMF Bt RimHAIERIE440,21], SDNS BRERIFIZRERKIL, CTX FI/2 MMF([378], CNI /5(339], CNI 5% MMF Biftiseeigsiml <« [ 1/14 chose “ Moderate " , 11714
@R (133, 95, 69,219,230]) ; FERIRSEHABINRGY 3 BIAFIF440, 378, 339]H1 6 BMBIRFIRE[21,219,230,133, 95, 69]4 Meta 4, 461 il
m] Moderate ERELEEe 3 EBAFIFTR R o 9.89 (95%Cl:7.14~12.65)8, Eh[378] qw2-3 k1 | /= . | chose “ Large” .
7 L [440, 378, 339]- 85451 5/10 A[378] [69] qw 2 FIKBEFEY. dO, LUATSIE 45 KAIRIEHT
arge 6 BRBIZRIIRE 10.23+9.25 32/39 A[21)¢ BEfREIEFEE dO[339]¢
o Varies [21,219,230,133,95,69] i GEE) : ¢
1953 (0.07-48.33) 39/43 A [133], «
O Uncertain 14 (1-73) 26/38 A [440],

9.6(5.2-64.1) 24/37 A[230],
925 (0.5-36) 32/39 Al21],
10 (0-40) 59/81 A[219]
P (IQR) : <

5.6(4.3 8.1)46 A [339],~
11.2(8-17.7) 28 A [95]~
6.45(4.48-8.62)18 A [69)°

ABf: FRNS/SDNS+ (BRS3{REEIsR, #F% CSA sk MZR HithRiMHIfERE) Tt FIZELH, 1 BRHIFEIIRER15] N
TR LRE 1 BRBIRIIRE(215]° 261 % /e /e <
BEAZED 36 NE

Refer to Meta Figure 9, Figure 10, Figure 11

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?
RTX j&f7 FRNS/SDNS+2JLEES 12 BLAEERERATE 10 MENAREIIELZX? RiEHEDR 12 BLLEEXRERME 10 NBHIEHEA/N GRENAREER I MAMERBEIERE) WA R
SMB TFIRT

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Large / Vote Results: 2/14 chose “Large”,
o Moderate 1/14 chose “Moderate”, 8/14 chose
M  Small “Small”, 3/14 chose "Trivial” .

o Trivial

o Varies

o Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough

from what the research found that it might affect a decision about the intervention?




RTX FHufEkeEYs 12 BLAESREE 10 MBI EHINFIARIIEXSEHENSAREE? EF RTX FHUEHEE 12 BUESRENE 10 SERIETEERNE, #IET RTX THRHRESSXFRUAR £/

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

M  Very low / Vote Results: 7/14 chose “Very
o Low low”, 5/14 chose "Llow"” ,6 2/14
o Moderate chose “"Moderate” .

o High

o Noincluded studies All included were single-arm studies.

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different

individual value the outcomes large enough that it could lead to different decisions?
X$ RTX ;&7 FRNS/SDNS+&)LbEis 12 BLAESRAIE 10 MRENREE, ERENMERRMFERHELFIZAME? 3J RTX a7 FRNS/SDNS+2)LKEY 12 BLALEEAAE 10 NBHNENEERSS
R? FEEMBHUMERRSEARAVRER? MMAEMARIEN DA EFNERER, UMY DRMEFEERENER.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Important uncertainty or variability |/ Vote Results: 5/14 chose “Probably
o Possibly important uncertainty or Important uncertainty or
variability variability " , 4/14 chose *Probably
u] Probably no important uncertainty no Important  uncertainty or
or variability variability “ , 5/14 chose “ No
M No Important uncertainty or Important uncertainty or
variability variability” .

After discussion and voting by
experts, it was believed that there was
no uncertainty and variability due to
different individuals.

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable
and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?

& RTX G77RET 12 BLAEERESE 10 NEAIFIEE. MWLATEREFEE: M DMEFNEIERE; MSX? | BEX? ; MiHERNEHL, F082X? | KESK? ;| FRelENEA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




o Favours the comparison / Vote Results: 8/14 chose “Probably
o Probably favours the comparison favours the intervention ", 6/14
O Does not favour either the chose “Favours the intervention” .

intervention or the comparison

M  Probably favours the intervention In the absence of control, only the
o Favours the intervention advantages and  disadvantages
o Varies weighed here.

O Uncertain

7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?

RTX ;&7 FRNS/SDNS+28)LBE 12 BLAESRESE 10 NARASIHBESZK? IHEAEEK?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o large costs Refer to recommendation 18 Vote Results : 10/14 chose
o Moderate costs “Negligible costs or savings”, 1/14
M Negligible costs or savings chose “ Moderate savings” , 1/14
o Moderate savings chose “Large savings”, 1/14 chose
o Large savings “ Varies ", 1/14 chose " Don' t
o Varies know” .

o Uncertain

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?
How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

BASZ HAGIEEREMME? XJ RTX iA77HE 12 BLAESERANE 10 NMERASIE (BF5Y. HFHR) BXIHEREL.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

M  Very low Refer to recommendation 18 Vote Results: 8/14 chose “Very
u] Low low"”, 5/14 chose “Low", 1/14
o Moderate chose "Moderate” .

o High

o No included studies

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?




Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity

analyses, and the reliability and applicability of the economic evaluation?

RTX iafrhEs 12 BLALSRATE 10 MBRIKARE. MNATSES T FRRIRSMARE: XMZHAARNARELESEWMN; SRR mMELSRHM; SRS, b EEmERL.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Favours the comparison Refer to recommendation 18 Vote Results: 1/14 chose “Does not
o Probably favours the comparison favour either the intervention or the
o Does not favour either the comparison”, 5/14 chose “Probably
intervention or the comparison favours the intervention " , 7/14
o Probably favours the intervention chose “Favours the intervention”,
&  Favours the intervention 1/14 chose “No included studies” .

o Varies

o Noincluded studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions
across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?

M BEFHAIFN? RTX JATTHED 12 BUUEERERRE 10 NBIENERIEREESSARTEEE, MEEEESENMRE? 558 ABNAEEL KRN TRAvES AR ARSI
BEN, NEERESENRE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Reduced / Vote Results: 8/14 chose “Probably
&  Probably Reduced Reduced”, 3/14 chose “Probably no
o Probably no impact impact " , 2/14 chose " Probably
O Probably increased increased ", 1/14  chose
o Increased “Increased” .

o Varies

o Uncertain

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects

(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
BILREFRIKEEEES RTX j&f7 FRNS/SDNS+2)LHEN 12 BUESRANE 10 ME. BILRERKEESESZ TR, (hERSIEH, Stk kIS RRAEL; SESXIFISEHMT
BEMANENSERENEN; REHTCEESRE ST,

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o No / Vote Results: 5/14 chose “Probably




o Probably no Yes”, 8/14 chose “Yes”, 1/14 chose
o Probably yes “Don’ tknow" .

M  Yes

o Varies

o Uncertain

12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No / Vote Results: 3/14 chose “Probably
Probably no Yes”, 11/14 chose “Yes” .
Probably yes
Yes

Varies

OO go oo

Uncertain




SUMMARY OF JUDGEMENTS

CRITERIA

DECISION

PROBLEM No

BENEFITS

HARMS

QUALITY OF
EVIDENCE

. VALUES Important uncertainty or variability

Probably Important

uncertainty or variability

Probably no Important

uncertainty or variability

BALANCE OF Favours the

EFFECTS

Probably favours

Does not favour either the intervention or

Probably

Probably no Probably Yes Varies Don’ t know

Trivial Small Moderate Varies Don’ t know

Large Moderate Small Trivial Varies Don’ t know
Low Moderate High No included studies

Varies

RESOURCES
REQUIRED

) . . favours the Favours the intervention Varies Don’ t know
comparison the comparison the comparison
intervention
Large costs Moderate costs Negligible costs or savings Large savings Moderate savings Varies Don’ t know

CERTAINTY OF
EVIDENCE OF
REQUIRED
RESOURCES

Low

Moderate

COST-
EFFECTIVENESS

Favours the | Probably favours

comparison the comparison

Does not favour either the intervention or

the comparison

Probably favours

the intervention

10. EQUITY Reduced

Probably no impact

Probably

Increased

11. ACCEPTABILITY Probably no

Probably Yes

12. FEASIBILITY No Probably no

Probably Yes

High

No included studies

Increased

Varies Don’ t know
Varies Don’ t know
Varies Don’ t know
Varies Don’ t know




TYPE OF RECOMMENDATION

Strong
recommendation
against the

intervention

Conditional
recommendation
against the

intervention

Conditional
recommendation
for either the
intervention or the

comparison

o

Conditional
recommendation

for the intervention

CONCLUSIONS

Reason for recommendation

Median time to first relapse after first course of RTX treatment is an important factor to consider.

Recommendation(text)

Median time to first relapse is about 10 months in children with FRNS/SDNS+ after first course of RTX treatment with a follow-up of > 12

months. (1D)



Recommendation 5: Significant benefit of RTX treatment for children with FRNS/SDNS is achieved in
terms of 1-year cumulative steroid dose reduction compared with other immunosuppressants (RTX
vs. FK, lowered by 0.15 mg+kg-1-d-1; RTX vs. placebo, reduced by 0.26 mg+kg-1-d-1). (1D)

Does RTX have an effect on cumulative steroid dose in children aged 1-18 years with SSNS?

STUDY TYPE Two-arm study

POPULATION FRNS/SDNS

INTERVENTION RTX

COMPARISON Placebo, FK

MAIN OUTCOMES 1-year cumulative steroid dose reduction (mg-kg-'-d-")

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS No

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

FRNS/SDNS L35 RTX 61713 1 EFRERFH RN TRESMNEMLA? RN ERMASMEEANERSESMAL. FERMARMREYS, MK

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o No / Vote Results : 1/14  chose
u] Probably no “Probably Yes”, 13/14 chose
o Probably yes “Yes” .

M Yes

o Varies

u] Uncertain




2. Desirable effects: How substantial are the desirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?
FRNS/SDNS 75 )L#£52 RTX jafr iy 1 FEHERFAIE (mgkg'd ) A 0.16, & FKiE 0.15, REEAXRIFLD 0.26 NERMINESA? RIEEEEEN (ZSEMRIEE) MRNEA/N RIS
ETREMAI MAME R ERIER) X TS IEARIE s et THIT

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
) SR BLgE FHAERIRIE (WG < iR " I .
o Trivial e R (95%C1) I e | = l e ‘l gm | THESR | Vote Results : 2/14  chose
HEBE (HEE>3408) © | " "
o Sma” BESME: FRNS/SDNS ({LHEBEAFTIE SDNS [54,193], SDNS &3 CNI (K= 2 £[30],SDNS BEERFIZSEHIE, CTX HI/sE MMF[378]) ; FFdd: FISZE®R; XA CNIHEER); 318 | Moderate ! 12/ 14 Chose
o Moderate RCT(54,30,193]#1 1 IWABIGASE(378].242 B~ “Large” .
12 BRIRHEE FRNS/SDNS: « 70.9 + 263, 13 A[378] mg/kg/y= | 46.1 + 421, 10 A[378] /e RIE-| ERER: - l
7| Large mg/kg/d< MD=-0.16, < 20.85+9.28, 24 A[193] mg/m2/d=| mg/kg/y= AR 2 B
95%C1:-0.20~-0.12, 86.3+58.0, 60 A[54] mg/kg/y= | 9.12+5.88, 24 A[193] TR
O Varies 12=76%,P<0.01= 0.40+0.28, 16 A[30] mg/kg/d= | mg/m2/d= B 1 R
. BRIHRA FK: < 25.8+27.8, 60 Al54] mg/kg/y-| KR TER
] Uncertain MD=-0.15, « 0.24+0.19, 35 A[30] mg/kg/d<| EEERER

95%(CL:-0.18~-0.11<
BRIREAREFIMSENR: <
MD=-0.26, ¢
95%Cl:-0.36~-0.16<
FRNS/SDNS+:
MD=-0.14, ¢
95%Cl:-0.21~-0.08«
FRNS/SDNS-: «
MD=-0.17, ¢
95%(CI:-0.28~-0.07<

@ BILSE ] TMBRNRIE (FERUBIR) - [ e |
i R (95%Ch | - [ FHa- [ R | mg| HEAREC |
MEAR (WK >3 4AH) © ¢
Femn: FRNS/SDNS (BEAFE SDNS [54,193], SDNS A% CNI HBED 2 £(30], SDNS EEGRFAERkE, CTX#0/25 MMF #zk CNI[378, 379)) ; E1SHIE 12 DREAMENE, TR |
- ; 3 A RCT[54,30,193]40 2 IRAFIRH3:[378,379],209 1
587/ 12 SREEEANE | FRNS/SDNS+: - 140.559.0, 10 A[378] mg/ka/y- | 46.1%42.1, 10 A[378] /e (& | BRRERE: - €
ma/ka/de MD=-035, « 148.1£82.3, 85 A[379] mg/kg/y~ | ma/kaly~ RERIRIE 2 e
95%Cl:-0.38~-0.31, 046£04, 35 A[30] mg/kg/d= | 43.6£36.6, 85 A[379] F—BE TR
12=79%, P<0.014 2460480, 60 A[54] ma/kg/y- | ma/kaly- RIS
19.13£0.94, 19 A[193] mg/m2/d<| 0.24£0.19, 35 A[30] mg/kg/d-| BEEEER
86.3£58.0, 60 A[54] mg/kg/y- BRI
8374562, 19 A[193]
mg/m2/d=
wEAE: 1 SDNS/FRNS; Fi%: -; %988: CNI, 155 RCTI275), 41 61~ l
12 BRESEHE /e 20 A, mg/kg/d. < 21 A, mg/kg/d. « Risk or mean difference: « £ | BREE: €
o median (IQR)0.11 (0.04, 0.19)- median (IQR) 0.1 (0.05, 0.24) | ~0.08 [0.19,0.03], p=0.15 RERIE 1 Fe
S4ER7 0.43(0.36,0.72)° $54ERT 0.44(0.29,0.68) R ERER
e 1 %o
BEBERER
IR
mEAE: 15 SDNS/FRNS; FH: MES®iA-; 38: CTX, 15 NRSI #i55[2261,46 61 e
RS 12 AREEe /e 27 A, REABE AT 1.02 BL | 19A, BENBSATRI086 | /o BE-| BEREE: 0 |
Z0.36ma/kg qod, MIEES HHE 0.08mg/kg qod | HIE RERIIE 2 e
0.66£0.63, p<0.001= 2820784023, p<0.0012 F—EHERER
BREE 1 R
BEBERER
TR
sEsE: FRNS/SDNS+; FR: NIESR+; BSRE 1 PURIE[135),10 B €
BEFIONE, AT | /o 0.39 + 0.18 mg/kg/d= 0.15 + 0.14 mg/kg/d= Wb 63% , p <0.012 BiE-] /- 3
17658 13-218 ‘ ‘ ‘ ‘ ‘

Refer to Meta Figure12, Figure 13, Figure 14

3. Undesirable effects: How substantial are the undesirable anticipated effects?




Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

FRNS/SDNS &) L#EZ RTX iafir 19 1 FEHEREERFIE (mgkg'-d?) R 0.16, % FKiF 0.15, BE=EMRIFLD 0.26 IARMINESXN? REEREEN (ZEMREE) FIRAERN (GRERY
AREMANMAMERSERZE) TSR RN T

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Large / Vote Results : 1/14  chose
o Moderate “ large " , 3/14 chose
o small " Moderate “ , 3/14 chose
M  Trivial “Small”, 7/14 chose “Trivial” .

o Varies

o Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough
from what the research found that it might affect a decision about the intervention?

FRNS/SDNS )35 RTX i8f7 38 1 FHERERFIE (mgkg'-d") iFd 0.16, & FKiE 0.15, B=EIRRRED 0.26 EZRIFIARKIERIERISWRRE? & FRNS/SDNS £) L3S RTX
BT 1 FHERRTRIE (mgkg'd) > 0.16, B FKiFZ 0.15, B=EXIERIED 0.26 RIRTRERE, IR A FIuRAR £

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

M  Verylow / Vote Results: 1/14 chose “Very

O Low low”, 11/14 chose “Low”, 2/14

o Moderate chose "Moderate” .

o High

o Noincluded studies Considering multiple integrated
evidence including evidence of very
low quality, the overall estimation is
very low.

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different

individual value the outcomes large enough that it could lead to different decisions?

X$ FRNS/SDNS 58 L#£52 RTX 87138 1 FHERTHE (mgkg'd) R 0.16, B FKiF0.15, B=ExIEAD 0.26 NEMER, SEEMIREMFENEELFRWM? MAXS FRNS/SDNS
BJLEES RTX a7 1 SEHERRRE (mgkg'-d™) A 0.16, & FKim 0.15, B=AMERED 0.26 NENREEGEZKR? FAHEMIRUHRESSEARIIRE? FHEAIIENT LA
HOIRRRRERE; CMARIIEN DA EIEREIER.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




o Important uncertainty or variability |/ Vote Results : 2/14  chose

o Possibly important uncertainty or " Probably no Important
variability uncertainty or variability”, 12/14
o Probably no important uncertainty chose “No Important uncertainty
or variability or variability” .

M No Important uncertainty or

variability

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable
and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?

& FRNS/SDNS 2B)L#% RTX i8-8 1 FHERRTAE (mgkg-1-d-1) &> 0.16, & FKiE 0.15, R=ANSERRML 0.26 AIFEEEIREFRELEIIRRAE? WL ERERIEE: MAX ik
HENERERE, MZX? ; ¥2X? | MiHERERYE, S062X? | KREZK? ; FRelEREA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Favours the comparison / Vote Results : 3/14  chose
o Probably favours the comparison “  Probably favours  the
o Does not favour either the intervention “ , 11/14 chose
intervention or the comparison “Favours the intervention” .

o Probably favours the intervention
Favours the intervention
Varies

oo g

Uncertain

7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?
FRNS/SDNS f8) 1352 RTX iaf7 Y39 1 FHERERFIE (mgkg'-d") iFd 0.16, & FKiF 0.15, B=EMERIED 0.26 FIATSZHAAERESZAK?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




o Llarge costs Refer to recommendation 18 Vote Results : 8/14 chose
o Moderate costs “Negligible costs or savings”,
M  Negligible costs or savings 2/14 chose "Moderate savings”,
o Moderate savings 1/14 chose “Large savings”, 3/14
o Llarge savings chose “Don’ tknow" .

o Varies

o Uncertain

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?

Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

BeANSZ BAIEEREANA? 3F FRNS/SDNS B) L5 RTX AT 8 1 EHERRFE (mgkg™d™) &> 0.16, & FKiE 0.15, R=EXTEERLD 0.26 AT Y (BFEHY). (EREHER) EXIEHE
BORRREME,

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
M  Very low Refer to recommendation 18 Vote Results : 1/14 chose " Very
o Low low”, 8/14 chose “Low”, 2/14
o Moderate chose “ Moderate ", 3/14 chose
o High “No included studies” .
o Noincluded studies
Referring to recommendation 18,
the quality of evidence is very low.

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?

Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity

analyses, and the reliability and applicability of the economic evaluation?
XJ FRNS/SDNS 221552 RTX &7 ¥39 1 FHERERFIE (mgkg'-d") i@l 0.16, & FKiE 0.15, BE=EXHRIED 0.26 FITFFRAIM AR ZES ITEMETFFEEEXRE? WA SESHTFRAIK
RAER: XS ARIRREM M, XIEFIER AR eI, SRS, ST MG,

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




o Favours the comparison Refer to recommendation 18 Vote Results: 1/14 chose “Probably
o Probably favours the comparison favours the comparison " , 3/14
o Does not favour either the chose “ Probably  favours the
intervention or the comparison intervention “ , 10/14 chose
o Probably favours the intervention “Favours the intervention” .

M  Favours the intervention

o Varies

o Noincluded studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions

across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?
X BAELFHAIFZNE? FRNS/SDNS 28 L#E52 RTX iar iy 1 FHERTHE (mgkg'd?) #0116, B FKiFd 0.15, BR=EAXIHRIAL 0.26 AEXEMIMER RSB ARTERAL, MLEE
BIENMRREE? 58 AN AREL KT RGN AR ERYE, NMEEEESERRE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Reduced / Vote Results : 9/14 chose
M  Probably Reduced “Probably Reduced”, 3/14 chose
o Probably no impact “Probably no impact”, 1/14
o Probably increased chose “Increased ", 1/14 chose
o Increased “Don’ tknow" .

o Varies

o Uncertain

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects

(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
B LRHEFRIKEE S FRNS/SDNS 2L RTX jar 419 1 FEERERFIE (mgkg-1-d-1) F 0.16, B FKiE 0.15, B=ExERED 0.26, B)IRERKEEREZ T RIS, (HhERZ
H, SnHERETRATEINNARRA, EESFEHMEFINENSIHEREEL, RasHTOEESIERISIIEET.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o No / Vote Results : 3/14  chose
u] Probably no “Probably Yes”, 11/14 chose
o Probably yes “Yes” .

M Yes

o Varies

u] Uncertain




12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No / Vote Results: 14/14 chose “Yes” .

Probably no
Probably yes
Yes

Varies

OO go oo

Uncertain




SUMMARY OF JUDGEMENTS

CRITERIA

DECISION

PROBLEM No Probably no Probably Yes
BENEFITS Trivial Small Moderate
HARMS Large Moderate Small
QUALITY OF

Low Moderate

EVIDENCE

Varies Don’ t know
Varies Don’ t know
Varies Don’ t know

. VALUES Important uncertainty or variability

Probably Important Probably no Important

uncertainty or variability uncertainty or variability

No included studies

BALANCE OF Favours the

EFFECTS

Probably favours

comparison the comparison

Does not favour either the intervention or [Probably favours

the comparison the intervention

Varies

RESOURCES
REQUIRED

Large costs Moderate costs

Negligible costs or savings Large savings

Varies Don’ t know

Moderate savings

Varies Don’ t know

CERTAINTY OF
EVIDENCE OF
REQUIRED
RESOURCES

Low

Moderate

High

COST-
EFFECTIVENESS

Favours the | Probably favours

comparison the comparison

Does not favour either the intervention or [Probably favours

the comparison the intervention

No included studies

10. EQUITY Reduced

Probably
Probably no impact
Increased

11. ACCEPTABILITY

Probably no

Probably Yes

12. FEASIBILITY

No Probably no

Probably Yes

Increased

Varies Don’ t know
Varies Don’ t know
Varies Don’ t know
Varies Don’ t know




TYPE OF RECOMMENDATION

Strong
recommendation
against the

intervention

Conditional
recommendation
against the

intervention

Conditional
recommendation
for either the
intervention or the

comparison

o

Conditional
recommendation

for the intervention

CONCLUSIONS

Reason for recommendation

Steroid dose is an important factor to consider.

Recommendation(text)

Significant benefit of RTX treatment for children with FRNS/SDNS is achieved in terms of 1-year cumulative steroid dose reduction compared

with other immunosuppressants (RTX vs. FK, lowered by 0.15 mg-kg-1-d-1; RTX vs. placebo, reduced by 0.26 mg-kg-1-d-1). (1D)

Implementation considerations

The price of steroid



Recommendation 6: RTX treatment benefits on the time to steroid withdrawal in children with

FRNS/SDNS compared with other immunosuppressants. (1D)

STUDY TYPE

POPULATION

INTERVENTION

COMPARISON

MAIN OUTCOMES

PERSPECTIVE

SETTING

CONFLICT OF INTERETS

ASSESSMENT

Does RTX have an effect on steroid withdrawal in children aged 1-18 years with SSNS?

Two-arm study

FRNS/SDNS. FRNS/SDNS+

RTX

CNI, CTX

3-month or 12-month steroid withdrawal rate

Clinicians, social workers and parents of children with FRNS/SDNS

Hospital

No

1. PROBLEM: Is the problem a priority?

Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

SHfbeEHIFIME RTX 877 FRNS/SDNS Bif 3 1 12 N A ¥EEREREEREMA? RiFTENTEMAMESMEEANMEEEREANANE. mEMMEIMRERENS, MEHEHX

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No / Vote Results: 14/14 chose “Yes” .
Probably no
Probably yes
Yes

Varies

OO go oo

Uncertain

2. Desirable effects: How substantial are the desirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the




likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

SHE{thRAEIFITELE RTX i85 FRNS/SDNS B 3 1 12 NABEERRENEETINE2X? REEREEM (ZENAEE) FIMEEAR) GRENEEEMAMAMERSEIER) XTFiuEEd
B THIT

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
g a5 BINE T BUHMERBEE G © [ = . <
o Tivial o - o 5% < | ; e | | gm| 7o Vote Results 14/14 chose
o Sall ESHNEEC <| “Large” .
BE5H: FRNS/SDNS(SDNS & CNI fZE/ 1 f£[338], (WAESHIASHOEHIE226]); THR: MRS, WE: CNIFCTX, 17 RCT#i5[338]4# 1 7 NRSI #i53[226).100 i~ <
= Moderate &5 3 BISMZ (2RSS | FRNS /SDNS: « 2/27, 74%fSE(338], © 21/27, 77.8%EH338], © FRNS /SDNS: « | e -
& Larg e 128, 3 BESsEre (35/46; 10/54) « 8/27, 29.6%FFA[226] 14/19, 73.7%FM[226])~ 1000 AJBINS78 A (RizpekE 2 B
RTX, 338)° OR: 14.2 (5.25~38.40) (359~712) © T—EERER
o Varies e R
EERENER
o Uncertain BRI
BE5ME: FRNS/SDNS+(SDNS & CNI fE 2 4); Tik: FIZS%8IA; 388: ONIL 1 5 RCTH5(301.51 6l <
BEA 128 re 16 A\, 80.2+985, « 35 A (1 AFTER) . p=0.12¢ RiE-| BEREE: «
FoHERHE Drug-free NER—E 1429 £ 11779 140.5£91.3¢ p=0.17¢ R 1 &
period, dfy< NER—E99.1:111.8 © F—EREFER-
e 2 R
EERENER
EEERER
AEf: FRNS/SDNS({LRZESATTIE SDNS [54] 2538, SB5) ONI 3k MMF RiSSHIBHTIGEAG[440]); THUBRNE: PIZSsin; IEIEH: CTXECNL 1 RRCT[54]. 1 RBSIFAR |«
[440].238 -
&5 12 BFM=, E5EE | FRNS /SDNS: 46/58, 79.3%fFFA[54],67/79 55/59, 93.2%fF/[54],36/42 FRNS /SDNS: « Wi | BRRERR:
12-90 B« (91/101; 113/137) « (84.8%)FI5H, FEFEENNN3 | (85.7%)FFH, FEFEENDN | §1000 AUSM74A (822 RIS 2 B
@ OR: 1.88 (0.86~4.11) B. CREEXERRUEEN3 4 | 38, SERESREAPEEE | 23, 18m126) © F—EiETIER
@ B, 1219 \EERTEEER+ | A1208, 6/42 NSRRI e 2 R
[440)¢ EfEER440)° EERENER
EEERIER
AEf: FRNS/SDNS (BORIRSS8NAHEASH CNI, 358 CNI) ; Tl FISSSRaHEASH CNI; 33886E: CNI; 1 BEAFIISS199], 18 6 <
E0128, V248 re 8A. 320:3008 ¢ 10 730740 8¢ p=0.2+ | BERER: - g
FCERTE mean £ SDe @ RfEMEHE 2 B
F—HERER
s 2 R
EERENERC |
| IR
ABf: FRNS/SDNS+; Fi: PIZSHIE MMF; [9838: RTXEMNA MMF ZRE7; 1 ®RCT[194], 57 b) <
BEAE/L 168 MEREEEE | /0 21/293AFP5M, Blss8, EMEE | 18/28 45, B 10, i | HR0.55 (0.31-0.98) the | BEREE: ¢
EFE (R) © SEFTSEMEDE 402 (327-574) d° | SEEATSEMESE 754 (543- RESRETIER
997) de F—HERER
ke R
EERENER

IR




o | WrmEamm | . [ = (95%CI) © [ imgme-

e
feestsmmmR- e
BESE: FRNS/SDNS+; T FIZSSR+; 1 RBAFIFR196], 17 5 e
3 MEIEERLA [ 1 BvGmsEn 96l [17n17 - [7= [/ e
BE5E: FRNS/SDNS+; Ti: MIRSER+; 2 RBAFIFAZ[339, 196]# 2 RAbIFSIRE1124]. 70 Hil- «
6 N EEEYS 2 BHFIISE339, 196} 25/46 A(54%) [339)¢ 68% (95%Cl:56~79) © E B

2 EEPIERIREN 24 2/7 (29%) [124)F
17/17 (100%)[196]<
BE5H: FRNS/SDNS+; T FIRSHh+; 1 REbIRIIRE[219], 8161 g
EFERERTIAREY 13-90 B 1 BEPIEFIRER19F 69/81 (85%) « /e
| (i 66.5 (26-409) Fe |

AB#: FRNS/SDNS (SDNske S7H7EhEkIE, CTX /2% MMF sk CNI) ; F3% RIEES&H+, 1 BBASIZI379]. 101 61 «
BEST 306 £ 19.1 (1543)8, | 1 ERARIFISE[379) 1 90/101 £ 4.8 = 20 BEEA° /e 0
FEREENRE 22 (14-39)B< | | |

BE51H: FRNS/SDNS+; T FEZS8. 1 mpiigis[230], 37 6i- «
BEA 29.4 (GBE 9.2-92.8)8, | 1 EESPHEE230) | /e | 24/37 E£, 35/37 (94.5%) & 1.3 (0.37-6) BEE- | /= e

Mean (SD) 327 (15.1)¢

Refer to Meta Figure15, Figure 16, Figure17

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?
SHfbeEHIRIME RTX j&f7 FRNS/SDNS fgif 3 fl 12 MAHEERARENARTINEEZX? IRIEEEERY (ZEUREE) FIR{EXR/) GREATRTREMAIMAEREEEE) T iuEiEhs
RIS THIMT

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Large / Vote Results : 1/14  chose
u] Moderate “Large”, 8/14 chose “Small”,

M  Small 5/14 chose “Trivial” .

u] trivial

o Varies

o Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough

from what the research found that it might affect a decision about the intervention?
SHfbe & HIFIME RTX 877 FRNS/SDNS ki 3 1 12 A B ERREAZm A REIERSIEENSWRRE? EFSEMMREIHIFIMEEL RTX 877 FRNS/SDNS B 3 1 12 2B =S5k
TRETRERZIN, M TR R BN TFRURSRF=4EF/ I

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
M  Very low / Vote Results: 7/14 chose “Very
O Low low”, 6/14 chose “"Low”, 1/14
o Moderate chose "Moderate” .




o High
u] No included studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different

individual value the outcomes large enough that it could lead to different decisions?
XS E bR HEIFIMEL RTX ja77 FRNS/SDNS §if 3 1 12 NABEREARENENER, REEMIRRMFENAEMFIZAM? M SEbEIHEIRIME RTX ia77 FRNS/SDNS ki 3 #l
12 N BEEERRENENEEGZK? MEHIEHUMEESSSMARNRSE? FEAIEN DAEFNEEREE, UEAIIEN DIAEFSEENER.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Important uncertainty or|/ Vote Results : 1/14  chose
variability " Probably no Important
o Possibly important uncertainty uncertainty or variability”, 13/14
or variability chose “No Important uncertainty
o Probably no important or variability” .

uncertainty or variability

M No Important uncertainty or

variability

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable

and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?
N SEMMREZNHFIEL RTX 877 FRNS/SDNS [Eif 3 1 12 NBEEEARAFNEEE MO T TIEREXNERA? NEATAEREFEE: MG EMEENSEIREE,; FIZK? ; B2X? ; MitE
s, EOBZK? ; XEZX? ; ATeBXEA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Favours the comparison / Vote Results : 4/14  chose
o Probably favours  the " Probably favours  the
comparison intervention ” , 10/14 chose
o  Does not favour either the “Favours the intervention” .

intervention or the comparison

o Probably favours  the
intervention

M  Favours the intervention

o Varies

O Uncertain




7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?

SEfGEIEIFIAELE RTX A7 FRNS/SDNS Bi 3 #1 12 M BEEERIREMRASTHESZRX? SEMBGRENEIFIMELL RTX 677 FRNS/SDNS ki 3 71 12 2 BEERRESHRAERESX?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Large costs Refer to recommendation 18 Vote Results : 6/14 chose
o Moderate costs “Negligible costs or savings” ,
o Negligible costs or savings 1/14 chose “lLarge savings”, 7/14
o Moderate savings chose “Don’ t know” .

o Llarge savings

o Varies

M Don’ tknow

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?
Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

AT HAIHEREME? W SEMmEEEIFIAELL RTX i&57 FRNS/SDNS B 3 #1 12 MEBERERFRRMASH (SiFAY. (EREHER) EXIHENFRERE.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
M  Very low Refer to recommendation 18 Vote Results: 3/14 chose “Very
o Low low”, 5/14 chose “Low”, 1/14
o Moderate chose “Moderate”, 5/14 chose
o High “No included studies” .
o Noincluded studies
Referring to recommendation 18,
the quality of evidence is very low,

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?

Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity

analyses, and the reliability and applicability of the economic evaluation?
XS E bR HEIFIME RTX 877 FRNS/SDNS Bi7 3 1 12 A B ERRE TR ABED T B T FREERXIERAE? AATHES T FIREORARE: MR AREEsER e, Xt
EFERN R R SRS EFRTARTRAIER .

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




o Favours the comparison Refer to recommendation 18 Vote Results : 1/14  chose

o Probably favours  the " Probably favours  the
comparison intervention “ , 12/14 chose
u] Does not favour either the “Favours the intervention”, 1/14
intervention or the comparison chose “No included studies” .

o Probably favours  the

intervention

M  Favours the intervention
o Varies

o No included studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions

across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?
N BEL AN SEAbEHEIFIME RTX 877 FRNS/SDNS Bi7 3 1 12 A B ERREIEN AR EESSH AT AR, MEEREESENMRRE? 558 ARNIEELK RN
TFHREXI B SARARNEEY, MtEEESERE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Reduced / Vote Results : 9/14 chose
M  Probably Reduced “Probably Reduced”, 3/14 chose
o Probably no impact “Probably no impact”, 1/14
o Probably increased chose “Increased ", 1/14 chose
o Increased “Varies” .

o Varies

o Uncertain

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects

(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
B RERKERREZ SEBRRIHFIMELL RTX &7 FRNS/SDNS Bl 3 #1 12 NAERERARTE? BIIRERKEERESTMARI0RES. GERXE, iniBRERIEHNNARRE; 2
BRNFEAMNEEANENSHREEL; REt T CEEBEESIEaT.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
u] No / Vote Results : 4/14  chose
u] Probably no “Probably Yes”, 10/14 chose
o Probably yes “Yes" .

M Yes




u] Varies

O Uncertain

12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No / Vote Results: 14/14 chose “Yes” .
Probably no
Probably yes
Yes

Varies

OO go oo

Uncertain




SUMMARY OF JUDGEMENTS

CRITERIA

DECISION

PROBLEM No Probably no Probably Yes Varies Don’ t know
BENEFITS Trivial Small Moderate Varies Don’ t know
HARMS Large Moderate Small Trivial Varies Don’ t know
QUALITY OF

Low Moderate High No included studies

EVIDENCE

. VALUES Important uncertainty or variability

Probably Important Probably no Important

uncertainty or variability uncertainty or variability

Varies

BALANCE OF Favours the

EFFECTS

Probably favours

comparison the comparison

Does not favour either the intervention or [Probably favours

the comparison the intervention

RESOURCES
REQUIRED

Large costs Moderate costs

Negligible costs or savings Large savings

Moderate savings

Varies

Varies

CERTAINTY OF
EVIDENCE OF
REQUIRED
RESOURCES

Low

Moderate

High

Don’

t know

No included studies

COST-
EFFECTIVENESS

Favours the | Probably favours

comparison the comparison

Does not favour either the intervention or [Probably favours

the comparison the intervention

10. EQUITY Reduced

Probably
Probably no impact
Increased

11. ACCEPTABILITY Probably no

Probably Yes

12. FEASIBILITY

No Probably no

Probably Yes

Increased

Varies Don’ t know
Varies Don’ t know
Varies Don’ t know
Varies Don’ t know




TYPE OF RECOMMENDATION

Strong
recommendation
against the

intervention

Conditional
recommendation
against the

intervention

Conditional
recommendation
for either the
intervention or the

comparison

o

Conditional
recommendation

for the intervention

CONCLUSIONS

Reason for recommendation

Steroid withdrawal is an important factor to consider.

Recommendation(text)

RTX treatment benefits on the time to steroid withdrawal in children with FRNS/SDNS compared with other immunosuppressants. (1D)

Implementation considerations

1. There is no evidence on 1-month and 6-month steroid withdrawal rate;

2. It is uncertain that steroid withdrawal is out of study protocol or actual situation.



Recommendation 7: RTX + MMF is recommended for the treatment of children with FRNS/SDNS in
consideration of delayed time to first relapse and reduced steroid dose by about 0.18 mg<kg-1-d-1.
(1D)

Does consolidation therapy improve clinical outcomes in children aged 1-18 years with SSNS after RTX treatment?

STUDY TYPE Two-arm study

POPULATION FRNS/SDNS. FRNS/SDNS+

INTERVENTION RTX+MMF

COMPARISON RTX, RTX+CsA, RTX+placebo

MAIN OUTCOMES The time to first relapse

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS R\

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

FRNS/SDNS 2 LFIZE RGN MMF 8 NEKENRE R E IR EA MM A? RIBDMNTEMZSMEEAMEEREA M. MERMASMRERERS, HkibEX

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o No Vote Results : 2/14  chose
u] Probably no “Probably Yes”, 12/14 chose
o Probably yes “Yes” .

M Yes

o Varies

u] Uncertain




2. Desirable effects: How substantial are the desirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?
FRNS/SDNS 8)LFZE8H/EI1 MMF B8 \EKENRE R EFRZNEHFIME L R? RIBEEEEY (SEMNEE) FIMAHEA/) GRENETREMEMMAERSEREE) YT iaiEra e
B THIT

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o trivial a5; su& P FUREIBRIE GHHYEE) < iR ~ || Vote Results 1/14  chose
o small el HEE- | T | REsE- il ‘| " Moderate " , 13/14 chose
FEESSEREMN MMF BEHEI2 12 MRS < | . "
o Moderate ABF: FRNS/SONS; FHiE: PSR- MMF; XEHH: FESRIAR/SRE; FESER (375me/m qusaw) [194], PSS (375mg/m qwxi2w) 211, 1 ||  Large” .
M Large B RCT[194], 1 EmbIEGHEEI21]); A 60 i, 824 52 i
. EREERE | ERFUEERTEL (MSR) 27/39 PIEEN194), BRERRE 11/39 E£[194], /e BiE-| BEREE: ¢ f
o \Varies =3.15, 95%CI:1.31~7.58, 320 (266, 1060)dv ERERE 654 (RESRIRHE 2 B
O Uncertain P=001, Fi#iS3 Q=13.59 /13 PIEER1], BREERTE60 | (500, 858)d~ F— TR
P<0-000< (27, 130) d¢ 13/21 PIEE(21], fEEtE 1 R
ERERRTE 450 EERENER
(332, 672) de SR
HREZE: &
AE#: FRNS/SDNS+; TH: RS (375mg/m?) +MMF; R3826: RISS&iR, 1 BHERCT[201], Tl 9 6, XIEEH 7 5l f
FEEREC /e 6/7 BIER, 23 /& 3/9 PIEE, 042K | P<0.0012 | RRRER: ¢ 4
/S RispIehE 2 e
F—EERER-
iEaE 1 &
EERENER
EHEEIER
HREZE: &

AR¥: FRNS/SDNS+; THYH: FISSH+MMF, NEE: FSSH+CsA hERm (SREHFH) ; 1 \RCT[194], 2 BIERCT[135,142], 1 RIASHAZ[135)#1 1 B
BIFEGIEIE21]. TR 87 i, xI824 80 i~

b=y RTX+CsA 3 RTX+ZREN (5% | 27/39 AIEE (Z57) 194 11/39 64194« | RTX+CSASERTX-SR | BE-| BfEx: - f
@ SHIBE)  (34/87; SO0/77) : ¢ | 6/7 BIER (&) [201)¢ 3/9 BIER201)¢ A (o) @ < {RfEFMELEE 2 e
OR=0.25, 95%Cl: 0.06~1.07« | 11/13HIEE (F&) [21], 13/21 ER[21 51000 ARZD 333 A IR
RTX+CsA« 2/13 FIEE (CsA) [142], 7116 ERN42) (R 549, 1BA01S) « etz 2 &
(7/18; 3/18) : « 3/3BIER (Z43) [135)¢ 0/2 GIEARN35]° | RTX+CsA: EERENER
OR=2.89, 95%Cl: 0.59~1411 | 1/5HIER (CsA) [135) 1000 AJEN 200 A EEEER
RTX+ R SREER: < (F> 61, 18INS572) < HREZE: &
(27/71; 47/62) « RTX+ RIS EEHS
OR=0.16, 95%Cl: 0.07~0.35¢ #: ©
o 1000 AR 424 A f
(235, 578) ©

Refer to Meta Figure 18, Figure 19

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

FRNS/SDNS 2)LAZERHEIN MMF 88 EKERE R AFRENARTINEGSX? RIEEEEEN (ZSEMER) FIMMER/N CREMNETEEMMMERKENER) YT EENAREIE

EATHIHR




JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Large Vote Results : 7/14 chose
u] Moderate “Small”, 7/14 chose “Trivial” .
M  Small

M  Trivial Experts voted even, but the overall
o Varies trend was “small” .

o Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough

from what the research found that it might affect a decision about the intervention?
FRNS/SDNS 2 LAIZESHEIN MMF BB KBRS KRBT 3k aE s A RENERIEREAISWARE? T FRNS/SDNS ) LFIZEHRHUEIN MMF 82 \EKERE RBA3RESAIRT RS/,
FIHTTF IR R BN T RURSRF=4EF/ I

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
M  Very low Vote Results: 11/14 chose “Very
o Low low”, 3/14 chose "Low” .

o Moderate

o High

o No included studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different

individual value the outcomes large enough that it could lead to different decisions?
X$ FRNS/SDNS ) LFIZEEHIEIN MMF SEMEREIRE R INBFIRENENREE, fREEMITEMFERREMRERGIE? MAXT FRNS/SDNS B)LFIZERFUEIN MMF BEAEKERE RAJIH
PRFNEMEEESR? FTHEERUMERESSHAERIRR? THEEAIEN DIAEFAERRREE, UMAIEY DIMEEENREENESR.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Important uncertainty or Vote Results : 1/14 chose
variability " Probably no Important
o Possibly important uncertainty or variability”, 13/14
uncertainty or variability chose “  No Important
o Probably no important uncertainty or variability” .
uncertainty or variability

M No Important

uncertainty or variability




6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable
and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?

& FRNS/SDNS 2B)LFIZE RSN MMF BENERENRE R ATEFIREF M S B E FFREEEXIRRE? WIS ERERE: MY EIAEFNEWREE; fISZX? | B2X? | SiHErEH
t; EOBZKR? ; NRSK? ; STEEHIENGA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Favours the comparison Vote Results : 4/14  chose
o Probably  favours the " Probably favours  the
comparison intervention ” , 10/14 chose
o Does not favour either the “Favours the intervention” .

intervention or the comparison
o Probably favours the
intervention
M  Favours the intervention
o Varies

O Uncertain

7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?

FRNS/SDNS 2 LFIZE RGN MMF B NEKENRE R E IR AT HEEZA? FIRANNRENSZHRAEREEX?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Large costs Refer to recommendation 18 Vote Results : 8/14 chose
o Moderate costs “Negligible costs or savings”,
M Negligible costs or 2/14 chose “Moderate savings”,
savings 4/14 chose "Don’ t know" .

o Moderate savings
o Llarge savings
o Varies
[m]

Uncertain

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?




Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

BRASSZHAGIESRREANA? XJ FRNS/SDNS &) LFIZE RSN MMF SEMEKERERATIERIRGMAAS I (BEAY. ESEMA) HXIEHEImREL.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Verylow Refer to recommendation 18 Vote Results: 4/14 chose “Very
O Low low”, 4/14 chose “Low”, 1/14
o Moderate chose “Moderate”, 5/14 chose
o High “No included studies” .

M  No included studies

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?

Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity
analyses, and the reliability and applicability of the economic evaluation?

X$ FRNS/SDNS 2B LFIZEEH1EI1 MMF BEAER ER S R T PR as TIBI AR S T B IE T T IEE RN RRE? WA S ES T TR SRR ARE R, XEFiE
AR SRR, SRR AN SEMAERME.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Favours the comparison Refer to recommendation 18 Vote Results : 2/14  chose
o Probably  favours the " Probably favours  the
comparison intervention " , 10/14 chose
o Does not favour either the “ Favours the intervention”,
intervention or the comparison 2/14 chose “ No included
o Probably favours the studies” .

intervention

M  Favours the intervention
o Varies

o No included studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions

across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?
XWEELFHRIFNE? FRNS/SDNS B)LFIZE RSN MMF SE AEKENRE RSB RIRZFAIEN B ER B ES B AR PERIEHE, NEEEESENRE? 58 AFNTEELZ KSR
EXERM AR RNERY, MEREESERE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




O Reduced / Vote Results : 9/14 chose
M  Probably Reduced “ Probably Reduced " , 3/14
o Probably no impact chose “Probably no impact”,
O Probably increased 1/14 chose " Probably
O Increased increased”, 1/14 chose “Don’ t
o Varies know" .

o Uncertain

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects

(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
BILREFRIKEEEES FRNS/SDNS B)LFIZERHIEIN MMF BEMNERKEREREEFIRE? B)IRERKEREREZ TN RIS, (hERSIY, SniBRaEwRIEHANARRAE; RES
MFBAMTE AN ENSHERNER; RSt THCIEEBEEZITEETT.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o No / Vote Results : 3/14  chose
u] Probably no “Probably Yes”, 11/14 chose
o Probably yes “Yes” .

M Yes

o Varies

u] Uncertain

12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o No / Vote Results : 1/14  chose
u] Probably no “Probably Yes”, 13/14 chose
o Probably yes “Yes” .

M Yes

o Varies

u] Uncertain




SUMMARY OF JUDGEMENTS

CRITERIA

DECISION

PROBLEM No Probably no Probably Yes
BENEFITS Trivial Small Moderate
HARMS Large Moderate
QUALITY OF

Low Moderate

EVIDENCE

Varies Don’ t know
Varies Don’ t know
Varies Don’ t know

No included studies

. VALUES Important uncertainty or variability

Probably Important

uncertainty or variability

Probably no Important

uncertainty or variability

BALANCE OF Favours the

EFFECTS

Probably favours

comparison the comparison

Does not favour either the intervention or

the comparison

Probably favours

the intervention

RESOURCES
REQUIRED

Large costs Moderate costs

Negligible costs or savings

Large savings

Moderate savings

CERTAINTY OF
EVIDENCE OF
REQUIRED
RESOURCES

Very low Low

Moderate

COST-
EFFECTIVENESS

Favours the | Probably favours

comparison the comparison

Does not favour either the intervention or

the comparison

Probably favours

the intervention

Varies
Varies Don’ t know
Varies Don’ t know

10. EQUITY Reduced

Probably no impact

Probably

Increased

11. ACCEPTABILITY Probably no

Probably Yes

12. FEASIBILITY

No Probably no

Probably Yes

Increased

Varies Don’ t know
Varies Don’ t know
Varies Don’ t know
Varies Don’ t know




TYPE OF RECOMMENDATION

Strong
recommendation
against the

intervention

Conditional
recommendation
against the

intervention

Conditional
recommendation
for either the
intervention or the

comparison

o

Conditional
recommendation

for the intervention

CONCLUSIONS

Recommendation(text)

RTX + MMF is recommended for the treatment of children with FRNS/SDNS in consideration of delayed time to first relapse and reduced steroid
dose by about 0.18 mg-kg-1-d-1. (1D)

Implementation considerations

Limited sample size.

Research priorities

Study on specific prolonged time.



Recommendation 8: Re-exposure to RTX could decrease the relapse rate in children with FRNS/SDNS
after RTX treatment. (1D)

Does consolidation therapy improve clinical outcomes in children aged 1-18 years with SSNS after RTX treatment?

STUDY TYPE RCT

POPULATION FRNS/SDNS+

INTERVENTION Second course of RTX treatment given at B cell reconstitution (peripheral CD19+B cells > 1% of total lymphocytes)

COMPARISON Single course of RTX treatment

MAIN OUTCOMES 50% relapse-free survival time

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS [R\[¢]

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

FRNS/SDNS +8 LF|ZE R HEHTFFIZENERTT Probably NESRZFEHRTIMESMEMA? RIEAENTESMASMREEANERSESNEL. FERMASMRRERS, MemEX

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o No Vote Results : 2/14  chose
u] Probably no " Moderate " , 12/14 chose
o Probably yes “Yes” .

M Yes

o Varies

u] Uncertain

2. Desirable effects: How substantial are the desirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the




likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

FRNS/SDNS+&8 LA ZERNEHFAZENEST Probably NEERETRENEEHMEESA? RIEERERM (ZEWRERE) FIRRIEA/N GREIFTREMEFMAERMEREE) TS
TERE e e T

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o trivial gﬁ yl& R FURENBSE CHISEI © R | . | Vote Results : 3/14 chose
o small FRE. R | Fae | Rz BE “| “ Moderate “ , 10/14 chose
FEESSEREN RIX AELSTEBARNE2 12 ABRAER < .
o Moderate ABE: FRNS/SDNS+; FHRe: PSS, (375mg/m2 ) +E8 1 TE2RTX (B4, RTX/ES 1-2 BiS B Al, CD19+B HEME-1%) ; NEE: f=a®nm, 1& |« | ~Large”, 1/14 chose "Don’ t
| Large RCT[309], FHRH 16 i, TR 45 6i, 15 know”
BES-24 B FRNS/SDNS+: « 42/45 (93%) B~ 9/16 (56%) Ex« | /¢ /e /e 0
O Varies p = 0001« S0%TERERRTAN RTX fE 335 R | S0%TEREERTE
f p = 0.0005¢ FERES4AE, B
O Uncertain %% 667 T

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

FRNS/SDNS + 8 LA ZE RSB FHZENE ST TN TEREPRENFIRFINESK? RIBEREEN (FEUREE) FIBEER/N CRENAIREEEMMAMEANEIEE) MTFEERNA
SNMBE TFIMT

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Large / Vote Results : 1/14  chose
o Moderate " Moderate " , 6/14 chose
O small “Small”, 7/14 chose “Trivial” .
M Trivial

o Varies

u] Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough

from what the research found that it might affect a decision about the intervention?
FRNS/SDNS + 8 LA ZE R ITEB FHZENE ST A e NTERFEPREAmH A RPINEREENZWARE? £F FRNS/SDNS+Z)LAZESRHfEBFHZENERT NS R EHiRES
ETRERZIN, HIMT TR R BN T HURERF=EF/E

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
M  Very low / Vote Results: 13/14 chose “Very
o Low low”, 1/14 chose "Moderate” .
u] Moderate




o High
u] No included studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different

individual value the outcomes large enough that it could lead to different decisions?
Xf FRNS/SDNS+2)LFIZERHEBTFHZENEIT TREMTERFFRENENEE, REEMAITEMFERREERZRMAME? MAXS FRNS/SDNS+B)LFIZE R E FFIZETERT 26
NEEREFRENENEETZR? FMRAEEISUMERERSEARRIRR? NMAEERIIEY DIAEFIIREERE, UEAIEY DA EESNREENER.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o  Important uncertainty or|/ Vote Results : 1/14  chose
variability " Probably no Important
o Possibly important uncertainty or variability”, 13/14
uncertainty or variability chose “  No Important
o Probably no  important uncertainty or variability” .
uncertainty or variability

M No Important uncertainty

or variability

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or
the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable

and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?
& FRNS/SDNS+2) LA ZEREB FHZENERT I ENTEREFREFEEE MR TEEXNERE? MNUUTAEREFEE: MY EIMEFHNENREE; fIZX? ; B2X? ; GiHENER
f; BOEZK? ; KEZK? ; oTEEEREA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Favours the comparison / Vote Results : 4/14  chose
o Probably favours  the " Probably favours  the
comparison intervention " , 10/14 chose
o Does not favour either the “Favours the intervention” .

intervention or the comparison

o Probably favours the
intervention

M  Favours the intervention

o Varies

O Uncertain




7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?

FRNS/SDNS +&8 LF|ZEREBFHZENEQT TN EEREPIRDMAZHESA? TRANNRANSHRAEREEA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Large costs Refer to recommendation 18 Vote Results : 8/14 chose
o Moderate costs “Negligible costs or savings”,
M Negligible costs or savings 1/14 chose "Moderate savings”,
u] Moderate savings 1/14 chose “Large savings”, 4/14
o Llarge savings chose “Don’ tknow" .

o Varies

o Uncertain

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?
Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

BRASSZHAGEEREINA? XJ FRNS/SDNS+8) LFIZESHEHETFAZENEST TN TERETREMAR N (BESY. EREFEM) BXEHERREL.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
M  Very low Refer to recommendation 18 Vote Results: 6/14 chose “Very
u] Low low”, 3/14 chose “Low”, 1/14
o Moderate chose “Moderate”, 4/14 chose
o High “No included studies” .

o No included studies

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?

Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity

analyses, and the reliability and applicability of the economic evaluation?
X} FRNS/SDNS + ) LA ZERNEH T AZENE ST TN TE AR Pk TR ARE S ERE T FREEENRE? NATHEDFTFRAIRANE: N HRANAHELSRLME, g
FIHRARE M, SRS, SRR =M AIERME.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




o Favours the comparison Refer to recommendation 18 Vote Results : 2/14  chose

o Probably favours  the “ Probably favours  the
comparison intervention " , 11/14 chose
o  Does not favour either the “ Favours the intervention”,
intervention or the comparison 1/14 chose “ No included
o Probably favours  the studies” .

intervention

M  Favours the intervention
o Varies

o No included studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions

across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?
S BAELFHAIFE? FRNS/SDNS+B) LRI ZE RSB TFHZENEIRT RN TS RFFIREAENERMESE AR TFERE AR, MEEEESENRRE? 5B AFNIREL LT
FRENT B SRR TR EEY, MEEEESEMRE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
O Reduced / Vote Results : 10/14 chose
&  Probably Reduced “ Probably Reduced ” , 1/14
o Probably no impact chose “Probably no impact”,
O Probably increased 1/14 chose " Probably
O Increased increased”, 2/14 chose “Don’ t
o Varies know" .

o Uncertain Probably £5%5 ARZMERRE T

EGEF .

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects

(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
BLRHEFRIKEEEES FRNS/SDNS+B) L ZERHEB TR ZENEIRT NS REPRER) IR ER KEREREZ TR0k, (hERSIE, Stk kiGNNI RRAE; &
SXFEAME RN ENSERYEN; REatTCEESRESHTtaT.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
u] No / Vote Results : 5/14 chose
u] Probably no “Probably Yes”, 9/14 chose
o Probably yes “Yes" .




M Yes
u] Varies

O Uncertain

12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o No Vote Results : 2/14  chose
u] Probably no “Probably Yes”, 12/14 chose
o Probably yes “Yes” .

M Yes

o Varies

u] Uncertain




SUMMARY OF JUDGEMENTS

CRITERIA

DECISION

Varies Don’ t know
Varies Don’ t know
Varies Don’ t know

PROBLEM No Probably no Probably Yes
BENEFITS Trivial Small Moderate
HARMS Large Moderate Small
QUALITY OF
Low Moderate
EVIDENCE
] o Probably Important Probably no Important
. VALUES Important uncertainty or variability ) o ) o
uncertainty or variability uncertainty or variability

No included studies

BALANCE OF Favours the

EFFECTS

Probably favours

comparison the comparison

Does not favour either the intervention or the

comparison

Probably favours

the intervention

RESOURCES
REQUIRED

Large costs Moderate costs

Negligible costs or savings

Large savings

Moderate savings

Varies
Varies Don’ t know
Varies Don’ t know

CERTAINTY OF
EVIDENCE OF
REQUIRED
RESOURCES

Low

Moderate

High

COST-
EFFECTIVENESS

Favours the Probably favours

comparison the comparison

Does not favour either the intervention or the

comparison

Probably favours

the intervention

No included studies

10. EQUITY Reduced

Probably no impact

Probably

Increased

11. ACCEPTABILITY

Probably no

Probably Yes

12. FEASIBILITY

No Probably no

Probably Yes

Increased

Varies Don’ t know
Varies Don’ t know
Varies Don’ t know
Varies Don’ t know




TYPE OF RECOMMENDATION

Strong Conditional Conditional Conditional

recommendation | recommendation | recommendation | recommendation

against the against the for either the |for the intervention
intervention intervention intervention or the
comparison
(@) (@) (@) (@) (@)
CONCLUSIONS

Reason for recommendation

Consolidation therapy is an important factor to consider.

Recommendation(text)

Re-exposure to RTX could decrease the relapse rate in children with FRNS/SDNS after RTX treatment. (1D)

Implementation considerations

1. Included references were few and sample size was small;
2. RTX re-exposure after 6 months and recombination with other preparations do reduce the relapse rate;
3. There may be cases where clinical data is not published.

Research priorities




1. The perspective of study design could be better, considering the end point;
2. Clinical data could be collected from the view of publication.



Recommendation 9 (merged into recommendation 7): RTX + MMF reduces steroid dose by about
0.18 mg-kg-1+d-1 in children with FRNS/SDNS.

Does consolidation therapy improve clinical outcomes in children aged 1-18 years with SSNS after RTX treatment?

STUDY TYPE Two-arm study

POPULATION FRNS/SDNS+

INTERVENTION RTX+MMF

COMPARISON RTX, RTX+placebo; RTX+CsA

MAIN OUTCOMES Steroid dose reduction

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS [R\[¢]

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

FRNS/SDNS 2)LAZESfuair 2t til MMF SRR ESERASRDEMESHTTA? RERRNTEEMEASHREAEES ST, mERMEASNREES, MhEX

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No /
Probably no
Probably yes
Yes

Varies

O o o o o o

Uncertain

2. Desirable effects: How substantial are the desirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the




likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

FRNS/SDNS &) LAZERFuAT M EI0 MMF 455l R a4 0.18mg/kg/d NBEZINEZR? IRIEERERN (ZEWAIEE) FIBEIEA/N GRENFTRMEAMEERSENEE) X
TIE R R TH I

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Trivial Refer to Meta Figure 20
Small
Moderate
Large
Varies

O o o o o o

Uncertain

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the
likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

FRNS/SDNS ) LFIZE Siuiarr &t Bl MMF @Rl EERAERDA 0.18mg/kg/d NARFINESX? RIBEREEM (ZSEMER) FIMLER/N CREMETEMMNMMERIEER) X
TSR RE AR THIRT

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Large /
Moderate
Small
Trivial

Varies

O o o o o o

Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough

from what the research found that it might affect a decision about the intervention?
FRNS/SDNS &) LRI Z & SiLATT At Ei MMF 45a]EER AR 0.18mg/kg/d BEIMFIARMINEXIHENSWARE? EF FRNS/SDNS B LFIZE siiair 2t bl MMF ¥l EgER
FAEiR£] 0.18mg/kg/d RIRTEERZNE, FIET TR EESI FIURR LR

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Verylow /

O Low

o Moderate

o High




u] No included studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different

individual value the outcomes large enough that it could lead to different decisions?
X} FRNS/SDNS 2)LAZERFuar &t Eil MMF E5a g E=ASE R4 0.18mg/kg/d MNEWRERE, 2EEMIRMEENRELFRMWM? MAXS FRNS/SDNS B)LFIZE Riuar &t Ein
MMF 4RFaT fEERAERDA 0.18mg/kg/d NEMEEE S X? MHEMMZUMERESSHAREIAR? THELAIEN DIAEFIEREREE, UMAIEY DIMEFEWREENES.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Important uncertainty or variability | /
o Possibly important uncertainty or
variability

o Probably no important
uncertainty or variability

o No important uncertainty or
variability

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable
and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?

X4& FRNS/SDNS B) LA ZE Sfuar &t Ein MMF 4Era] = A ER/20 0.18mg/kg/d R EEMEAT TFRETSXIIRE? WA EREFEE: M DAMEFIENRER; fIZK? #eX?
EIHERIEIYE, FUBZK? KRS K? FIRelERELA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

m] Favours the comparison /
o Probably favours the comparison
O Does not favour either the
intervention or the comparison

o Probably favours the intervention
m] Favours the intervention
o Varies
[m}

Uncertain

7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?




FRNS/SDNS %2) LA ZESfuair it Eil MMF SRRl EgERAERDL 0.18mg/kg/d AXHESZA? TREFNRENSTHEAEREESK?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Large costs /
Moderate costs

Negligible costs or savings
Moderate savings

Large savings

Varies

O O o o o o o

Uncertain

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?
Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

FAS HAGESEREINE? X FRNS/SDNS 2 LA Z S SEfiayr &6t MMF 4E5a e AR iR/2] 0.18mg/kg/d piANSIH (BUFEZY). {ERE2EH) HEXIEEIMREME.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Very low /
Low

Moderate

High

No included studies

Oo o o o o

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?

Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity

analyses, and the reliability and applicability of the economic evaluation?
X$ FRNS/SDNS 2B LRI Z & Sfuiar &6t i1 MMF 4E55a] =SR2 0.18mg/kg/d FIRBIBMAREED T EME FFEESXIRRA? WATEES T FIBIRARE: S HAANAHRERE
AL, XNERERNAREM S, SRS, SFNTEIETEMRERE.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




m] Favours the comparison /
o Probably favours the comparison
O Does not favour either the
intervention or the comparison

o Probably favours the intervention
m] Favours the intervention
o Varies
[m}

No included studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions

across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?

X BELFHAIFNE? FRNS/SDNS 2B LFIZESRFuar &t i1 MMF 4E5a] (e =SR2 0.18mg/kg/d BIENERIEREESB AR TEANEED, MEEEESIEAIMRE? 558 AR
BRI FLHTREES B SR RNEREN, WILRAESERIRRE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Reduced /
Probably reduced
Probably no impact
Probably increased
Increased

Varies

O O o o o o o

Uncertain

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects

(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
BLREFRIKEE S FRNS/SDNS B LFIZESRFuar &6t il MMF 4E5ra] fEg =SR2 0.18mg/kg/d B LR ERKEESEZ T RI0kE. (hERSIE, itk RI9ENNAFR
REL; RESMNFMAMEEANENSHERYEL, RESHTHCEEBEEZIEaT

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No /
Probably no
Probably yes
Yes

Varies

O o o o o o

Uncertain




12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No /
Probably no
Probably yes
Yes

Varies

O o o o o o

Uncertain




SUMMARY OF JUDGEMENTS

CRITERIA DECISION
PROBLEM No Probably no Probably Yes Yes Varies Don’ t know
BENEFITS Trivial Small Moderate Large Varies Don’ t know
HARMS Large Moderate Small Trivial Varies Don’ t know
QUALITY OF )
Very low Low Moderate High No included studies
EVIDENCE
) o Probably Important Probably no Important No Important uncertainty or .
. VALUES Important uncertainty or variability ) o ) o Varies
uncertainty or variability uncertainty or variability variability
BALANCE OF Favours the Probably favours |Does not favour either the intervention or the|Probably favours
) ) . Favours the intervention Varies Don’ t know

EFFECTS comparison the comparison comparison the intervention
RESOURCES

Large costs Moderate costs Negligible costs or savings Large savings Moderate savings Varies Don’ t know

REQUIRED

CERTAINTY OF

EVIDENCE OF .
Very low Low Moderate High No included studies

REQUIRED

RESOURCES

COST- Favours the Probably favours |Does not favour either the intervention or the|Probably favours

) ) . Favours the intervention Varies Don’ t know
EFFECTIVENESS comparison the comparison comparison the intervention
) Probably )
10. EQUITY Reduced Probably Reduced Probably no impact Increased Varies Don’ t know
Increased

11. ACCEPTABILITY No Probably no Probably Yes Yes Varies Don’ t know
12. FEASIBILITY No Probably no Probably Yes Yes Varies Don’ t know




TYPE OF RECOMMENDATION

Strong Conditional Conditional Conditional Strong
recommendation | recommendation | recommendation | recommendation | recommendation
against the against the for either the |for the intervention|for the intervention
intervention intervention intervention or the
comparison
o o o o o
CONCLUSIONS

Reason for recommendation

This recommendation is related to steroid dose reduction, and after expert discussion it is merged with recommendation 7.




Recommendation 10: RTX treatment improves the quality of life in children with FRNS/SDNS. (1D)

Does consolidation therapy improve clinical outcomes in children aged 1-18 years with SSNS after RTX treatment?

STUDY TYPE Self-control study

POPULATION FRNS/SDNS+

INTERVENTION RTX (375mg/mz2, four times semiannually) followed by mizoribine (twice a week at a dose of 500 mg on the first day and 550 mg on the second day)

COMPARISON No

MAIN OUTCOMES Quality of life (with a follow-up of > 12 months)

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERETS [\[¢]

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

FRNS/SDNS 2L EFIZE R MEEFRENEIRESNELA? RETRNERMASMREANEESEEMAT. FEMNESMREENS, Mt

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o No / Vote Results : 5/14 chose
u] Probably no “Probably Yes”, 9/14 chose
o Probably yes “Yes” .

M Yes

o Varies

u] Uncertain

2. Desirable effects: How substantial are the desirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

FRNS/SDNS 2L EFIZERNEEFREEMEENEaINEERX? REEREEN (ZEMRERE) FIMEAN GRERIRTREMAIMAERSIEEE) ST EEREme g T




JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Trivial R Rus AR (95%C © TRRETIBIE (S © R | e | | VOte  Results : 3/14 chose
HsRange- : : B8 A

o Small : Lo I e | REE | ” Moderate " , 11/14 chose

o Moderate ABf: FRNS/SDNS+; THREE: RTX (375mg/m2, kx4 %) +WEUE (21K, 21K 500 mg, 22X 550mg) , 1 GmbiBial400], 22 bl .| “Large” .

|Z[ Large ETF PedsQL40 | /¢ BEREE 81.1(95%C1:74.6~87.5) /e || /o A

; EREs 249 244°8: 91.5(95%C1:85.1~97.9), P<0.001~
O Varies BEEREFS QB 749 (95%Cl:68.5~81.3) ,247H: 85.2
O Uncertain (95%C1:78.8~917) , P<0.001°

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

FRNS/SDNS 2L BFZERNEEFREEMIENARYINESX? REEREEN (ZEMRERE) FIMEAN GREAIRTREMAIMAERSIEIEE) MNTEERTRE I T

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Large / Vote Results : 6/14 chose
Moderate “Small”, 8/14 chose “Trivial” .

small
Tivial

Varies

OO @go oo

Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough from
what the research found that it might affect a decision about the intervention?

FRNS/SDNS 2B/ LRI ZE R e FRER T EE ar A REINERIHENSRE? ETTRNAEXBERNATAERN, FIRr TR ES SN T RUAR £/

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
M  Very low / Vote Results: 12/14 chose “Very
u] Low low”, 2/14 chose “Low” .

o Moderate

o High

o No included studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different individual

value the outcomes large enough that it could lead to different decisions?




5. {iifEME: X3 FRNS/SDNS BILMATFIZERREEFRERFMIENEREE, REENMIFAREMEFEARREEMEN
2

Detailed judgments: 4M#&3¥J FRNS/SDNS LN AR ZEREEFREGNENENEEGSA? THELNZHIMRESESEIRIRR? FHELAIES DIAEFRIERREE, THMHAIEX
EREEEERERES.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Important uncertainty or|/ Vote Results : 2/14  chose
variability " Probably no Important
o Possibly important uncertainty or uncertainty or variability”, 12/14
variability chose “No Important uncertainty
o Probably no important or variability” .

uncertainty or variability

M No Important uncertainty or

variability

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable and

undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?

6. FIEHRE: X FRNS/SDNS &)LMBFIZERnEEFRERFIEFIE

Detailed judgments: M\LAT S EAUERIEE: AMAST DIMEFREZE, FIZKR? ; B2X? | AIHERERT, S0BEX? | KKEESX? ;| FTEENEXIRA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Favours the comparison / Vote Results : 6/14 chose
o Probably favours the comparison “  Probably favours  the

(¥ Large F#) intervention " , 8/14 chose
O Does not favour either the “Favours the intervention” .

intervention or the comparison (¥l
tH)

o Probably favours the
intervention (¥ Large F4§)

M  Favours the intervention

o Varies

O Uncertain




7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?

7. Bk#3Zii: FRNS/SDNS B)LMRAHZEREMEEFRERFMIERFZLBZK?

Detailed judgments: ST HE AT S K?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Large costs Refer to recommendation 18 Vote Results : 1/14  chose
O Moderate costs “Moderate costs”, 7/14 chose
M Negligible costs or savings “Negligible costs or savings”,
u] Moderate savings 1/14 chose “Moderate savings”,
o Llarge savings 5/14 chose “Don’ tknow" .

o Varies

o Uncertain

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource requirements
(costs)?

Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

8. FEASZHIRYIEIERRE: FRNS/SDNS #)LMBAHZERnEEFRERFINEMAZLANERREWT?

Detailed judgments: X FRNS/SDNS ) LRI Z B RHIEEFREFMMEMASH (BIEAY. FREFHEA) BEXIEEREME.

How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
M  Very low Refer to recommendation 18 Vote Results: 6/14 chose “Very
o Low low”, 4/14 chose "Low"”, 1/14
O Moderate chose “Moderate”, 3/14 chose
o High “No included studies” .

O No included studies

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?

Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity analyses,

and the reliability and applicability of the economic evaluation?

9. kA ¥a: ¥ FRNS/SDNS 8L ARZERnEEFRERET RIS Hm ot




Detailed judgments: M\LAT 75 E S #T FIRAIANARES : XISTHAARIAREMSERMMY; SRR FRELSERMME, SREDHT, SFfHhIEEMERL.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Favours the comparison Refer to recommendation 18 Vote Results : 4/14  chose
o Probably favours the comparison “ Probably favours  the
o Does not favour either the intervention “ , 9/14 chose
intervention or the comparison “Favours the intervention”, 1/14
o Probably favours  the chose “No included studies” .

intervention
M  Favours the intervention

u] Varies

u] No included studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions

across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?

10. EQUITY: 3 BEXFHERIRZM?
Detailed judgments: FRNS/SDNS &) LR FF| & B e EFRETFNEHENESMESB AT EEEMIHE, NEEEESENMRE? 58 ARNAEEL KT RaYE a3t Ia
ANEEY, MEEREREMRE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Reduced / Vote Results : 10/14 chose
M  Probably Reduced “Probably Reduced”, 2/14 chose
o Probably no impact “Increased”, 2/14 chose "Don’ t
o Probably increased know" .

o Increased

o Varies

o Uncertain

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects

(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?

11. ACCEPTABILITY: 2JLREFKEEFIES FRNS/SDNS &) B ZEehiEEEESaNE

Detailed judgments: LR HEFKKEESEZTINARABRE. (ERSH, SRiBRETRIVGEHRNNARRMN; REESFEAMERINMENSEREEL; EESHTCEESEESHIEET.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




o No / Vote Results : 4/14  chose
u] Probably no “Probably Yes”, 10/14 chose
o Probably yes “Yes” .

M  Yes

o Varies

o Uncertain

12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o No / Vote Results : 2/14  chose
u] Probably no “Probably Yes”, 12/14 chose
o Probably yes “Yes” .

M Yes

o Varies

u] Uncertain




SUMMARY OF JUDGEMENTS

CRITERIA

PROBLEM

BENEFITS

QUALITY OF
EVIDENCE

VALUES

BALANCE OF

EFFECTS

RESOURCES
REQUIRED

CERTAINTY OF
EVIDENCE OF
REQUIRED
RESOURCES

COST-
EFFECTIVENESS

10. EQUITY

11. ACCEPTABILITY

DECISION

. Don’ t
No Probably no Probably Yes Varies
know
Don’ t
Trivial Small Moderate Varies
know
Don’ t
Moderate Small Varies
know
Low Moderate No included studies
} o Probably Important Probably no Important )
Important uncertainty or variability ) o ) S Varies
uncertainty or variability uncertainty or variability
Favours the Probably favours |Does not favour either the intervention or the | Probably favours Vari Don’ t
aries
comparison the comparison comparison the intervention know
. . . Don’ t
Large costs Moderate costs Negligible costs or savings Large savings Moderate savings Varies ‘
now

Low

Moderate

High

Favours the Probably favours

comparison the comparison

Does not favour either the intervention or the

comparison

No included studies

Probably favours

the intervention

Reduced

Probably no impact

Probably
Increased
Increased

Probably no

Probably Yes

Don' t
Varies

know

Don' t
Varies

know
Varies Don’ t




CRITERIA

DECISION

12. FEASIBILITY No

Probably no

Probably Yes

TYPE OF RECOMMENDATION

know

Varies

Don’ t

know

Strong
recommendation
against the

intervention

Conditional
recommendation
against the

intervention

Conditional
recommendation
for either the
intervention or the

comparison

o

Conditional
recommendation

for the intervention

CONCLUSIONS

Reason for recommendation

1. Quality of life has reference significance;

2. The outcome indicators were statistically significant.

Recommendation(text)

RTX treatment improves the quality of life in children with FRNS/SDNS. (1D)




Implementation considerations

Few references, small sample size, very low quality of evidence



Recommendation 11: Re-exposure to RTX in relapsed children with FRNS/SDNS after RTX treatment
improves the relapse-free survival rate and prolongs the relapse-free survival. (1D)

Does re-exposure to RTX in relapsed children with FRNS/SDNS after RTX treatment improve clinical outcomes in
children aged 1-18 years with SSNS after RTX treatment?

STUDY TYPE Self-control study

POPULATION FRNS/SDNS+

INTERVENTION

COMPARISON

MAIN OUTCOMES

PERSPECTIVE

SETTING

CONFLICT OF INTERESTS

Before: RTX 375 mg/m2 qwx1-2w

After: RTX 375 mg/m2 qwx1-2w

24-month relapse-free survival rate

Clinicians, social workers and parents of children with FRNS/SDNS

Hospital

No

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

FRNS/SDNS ##£5%2 RTX i8R EH8 RIX EEREFFNEEREFNARRESHETA? RIERRNTEEMEASHEEAIEERESMLYE. mERMEASHEREYS, MEHEX

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o No / Vote Results : 2/14  chose
u] Probably no “Probably Yes”, 12/14 chose
o Probably yes “Yes” .

M Yes

o Varies

u] Uncertain

2. Desirable effects: How substantial are the desirable anticipated effects?




Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?
FRNS/SDNS #5% RTX iafr SR 58 RTX EEREFEMEASREFH ERENE Y INESX? RIEEREEN (ZENER) FMHLEA/N GRENETEMAMNMMERKENER) MTiEENEms
MeEEA T BT

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Trivial o5 NS HR | tEmmE FRERBEE GG © . i . |'| Vote Results : 14/14 chose
o Small @5%C) 4 B I T | sz ‘| “Large”
O Moderate FEEESSEEARM RTX BbhNE 212 AERREER © ¢
AE¥: FRNS/SDNS+; THUH: IS (375 mg/m2 27l) +RTX (375 mg/m21~2 ) ; 1 RBAFIRASS[196], 1061, &1 ¢
¥ Large TERz6 B /e /e 10/10 B8 /e RiE EREE: - ¢
o Varies (RSMEREE 2 B
f A—HERER
O Uncertain
e R
EERENER
[B:3e Z =258
HARER: £
ABE: FRNS/SDNS+; TRl PIRSEH (375 mg/m2 1~25) +RTX (1~3778) ; 1 RUSIHZ418], 561, IS ¢
B 24 B | @ | EFEREAIT 1080 R 5/5 TER>24 VB0 | /e | /e o ¢
AF: FRNS/SDNS+; THE: P58k (375mg/m? 1~2fl) +EE 1~4 T2 RTX (375mg/m?) (BERZRSHEN B M) ; 1 RBAFIAR[339], 466l, ISFEHES- |«
@ @ FRE+CNIs BRETERRE | FFFE-CNIs [FRETEERE | /0 i BERERR: <
56 (E5f: 43-81) Be 85 (mHf: 65-11.7) Be {RiSMEREE 2 e
T—ETIER
e R
EERENER
B3 Z =258
ARER: £

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?
FRNS/SDNS #5% RTX iafr SR 58 RTX EEREFEMESREFH EBRENARYINESX? RIEERERN (ZEMER) FIHNEA/N GREETEMMNMMERKENER) MTEENTRE
MeEEA T BT

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Large / Vote Results : 1/14  chose
o Moderate " Moderate “ , 4/14 chose
u] Small “Small”, 9/14 chose “Trivial” .
M Trivial

o Varies

u] Uncertain




4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough from

what the research found that it might affect a decision about the intervention?
FRNS/SDNS #£5%2 RTX Qi SR EHE RTX TEREFFNTLE R EFIEIREA RN RIIERERNSWRRE? EF FRNS/SDNS #52 RTX AT SREE RTX EEREFRMES R EfFT EEREEA
EIRERZIN, HIMT TR R BN T HURERF=EF/

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
M  Very low / Vote Results: 11/14 chose “Very
u] Low low”, 2/14 chose “Low", 1/14
o Moderate chose “No included studies” .

o High

o No included studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different individual
value the outcomes large enough that it could lead to different decisions?

Xf FRNS/SDNS #:32 RTX ;&7 SR8 RIX TEREFENEEREFNERENENEE, RERMITRMEEFELZUML? MAXS FRNS/SDNS #2352 RTX T SR EE RTX TEREFFNTE
REGHEBRENEMREESZK? MHEMHZUMTERSSEARRIRE? FAHEMAIEY DMEFERER, TUAIES LIAMEFENREERNES.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Important uncertainty or variability | / Vote Results : 1/14 chose
o Possibly important uncertainty or " Probably no Important
variability uncertainty or variability”, 13/14
o Probably no important chose " No Important
uncertainty or variability uncertainty or variability” .

M No Important uncertainty or

variability

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or the

comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable and

undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?
& FRNS/SDNS #% RTX jaiTSREE RTX TEREFERMLEE REGTHEBRAFEE, MUUTAENEFIEE: MAY DAEZINENRE,; FIZK? | B2X? ; MitENSREYE FEO0F3X? ; XKS
K? ; OTEEHEEIRBEA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




o Favours the comparison / Vote Results : 4/14  chose

o Probably favours the comparison “ Probably favours  the
O Does not favour either the intervention ” , 10/14 chose
intervention or the comparison “Favours the intervention” .

o Probably favours the intervention
Favours the intervention

Varies

oo g

Uncertain

7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?

FRNS/SDNS ##5%2 RTX ;AT E4 5 RIX EEAREFEMAE R EFHEBREMAZHEZK? SHEFEEX?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Large costs / Vote Results : 1/14 chose
o Moderate costs “Moderate costs”, 7/14 chose
M Negligible costs or savings “Negligible costs or savings”,

o Moderate savings 1/14 chose "Moderate savings”,

o Large savings 5/14 chose “Don’ tknow" .

o Varies

o Uncertain

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource requirements
(costs)?

Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

A HAGESERREINE? X FRNS/SDNS #2552 RTX iair E K58 RTX EEREFRMES REFREBRISAASH (BEFY). FREFHEA) BXIEEREL.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Verylow Refer to recommendation 18 Vote Results: 5/14 chose " Very
M Low low”, 6/14 chose “Low”, 3/14
o Moderate chose “No included studies” .

o High

o No included studies




9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?

Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity analyses, and
the reliability and applicability of the economic evaluation?

X$ FRNS/SDNS #2532 RTX jafr SR 58 RTX TEREFEFNTLE R EFIERE TS ARE S T EME T ET? AATEES T TRERARE: NS HAANARESER M, &R LEIAREE
M, SUREDTT, SFNTHERI SIS,

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Favours the comparison Refer to recommendation 18 Vote Results : 2/14  chose
o Probably favours the comparison “ Probably favours  the
o Does not favour either the intervention ” , 11/14 chose
intervention or the comparison “ Favours the intervention ",

o Probably favours the intervention 1/14  chose “ No included
M  Favours the intervention studies” .

o Varies

o Noincluded studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions across
disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?

X BELFHAIFNN? FRNS/SDNS #52 RTX Jair SR EE RTX BEREGFFNTE R EFHERREIEN BRI R EESSE AT AR, MEEEESENMRE? 558 AN IRELKFERFTRE
EXERM AR RNERY, MEREESERE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Reduced Refer to recommendation 18 Vote Results : 9/14 chose
&  Probably Reduced “ Probably Reduced ” , 2/14
o Probably no impact chose “Probably no impact”,
O Probably increased 1/14 chose " Probably
o Increased increased” , 2/14 chose "Don’ t
u] Varies know” .

o Uncertain

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects (benéefits)

in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
BLRHEFRIKE RS FRNS/SDNS #5%2 RTX iaiT SR EH RIX TEREFENTEREFN IR, B)IRERKEESESIHTINGRIRE. (ERSIH, HniRaETRIVEHNNTARRE, 28




SXFIEFIIERINENSHERNEL; EESHTREEEIERIZHIIEAT.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o No / Vote Results : 2/14  chose
o Probably no “Probably Yes”, 12/14 chose
o Probably yes “Yes” .

M Yes

o Varies

o Uncertain

12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No / Vote Results : 14/14 chose
Probably no “Yes" .

Probably yes
Yes

Varies

OO go oo

Uncertain




SUMMARY OF JUDGEMENTS

CRITERIA

DECISION

PROBLEM No

Probably no

Probably Yes

BENEFITS Trivial

Small

Moderate

HARMS

Large

Moderate

Small

QUALITY OF
EVIDENCE

Varies Don’ t know
Varies Don’ t know
Varies Don’ t know

Moderate

. VALUES Important uncertainty or variability

Probably Important

uncertainty or variability

No included studies

Probably no Important

uncertainty or variability

BALANCE OF Favours the

EFFECTS

Probably favours

comparison the comparison

RESOURCES
REQUIRED

Moderate costs

Large costs

CERTAINTY OF
EVIDENCE OF
REQUIRED
RESOURCES

Does not favour either the intervention or

the comparison

Moderate

Probably favours

the intervention

Large savings Moderate savings

Varies
Varies Don’ t know
Varies Don’ t know

High

COST-
EFFECTIVENESS

Favours the | Probably favours

comparison the comparison

Does not favour either the intervention or

the comparison

No included studies

10. EQUITY Reduced

Probably no impact

11. ACCEPTABILITY

Probably no

Probably Yes

12. FEASIBILITY No Probably no

Probably Yes

Probably favours .
Varies Don’ t know
the intervention
Probably )
Increased Varies Don’ t know
Increased
Varies Don’ t know
Varies Don’ t know




TYPE OF RECOMMENDATION

Strong
recommendation

against the

Conditional
recommendation

against the

Conditional
recommendation
for either the

Conditional
recommendation

for the intervention

intervention intervention intervention or the
comparison
(@) (@) (@) (@) (@)
CONCLUSIONS
Recommendation(text)

Re-exposure to RTX in relapsed children with FRNS/SDNS after RTX treatment improves the relapse-free survival rate and prolongs the relapse-

free survival. (1D)

Implementation considerations

Included references are all case series reports and the quality of evidence is very low.



Recommendation 12: In children with FRNS/SDNS receiving 1~4 doses of RTX treatment, B-cell
depletion is achieved at one month after the first dose, B-cell reconstitution occurs at 5~6 months,
and multiple courses of RTX treatment slightly prolongs the duration of B-cell depletion. (1D)

Is it feasible to take peripheral CD19+/CD20+ B cell count as a monitoring indicator in children aged 1-18 years with

SSNS after RTX treatment?

STUDY TYPE Single-arm study

POPULATION FRNS/SDNS+, FRNS/SDNS-

INTERVENTION RTX 1~4 doses

COMPARISON No

MAIN OUTCOMES 1-month B cell depletion rate, the time to B cell reconstitution, B cell sustained depletion time after multiple courses of RTX treatment

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS No

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

FRNS/SDNS ¥ RTX 1~4 #liafreslmE 1 A= B AiEFEiEs. B AREENE, SrEE B AIgRBREaARRESNETA? RERRNTEEMEASHREAIMEESEE LT, METMEA
SHEEEEE, 5IbEK

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS




o No / Vote Results :  2/14 chose
u] Probably no “Probably Yes”, 12/14 chose
o Probably yes “Yes”

M  Yes

o Varies

o Uncertain

2. Desirable effects: How substantial are the desirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?
FRN S/SDNS F RTX 1~4 FliairExlmiE 1 B/5 B AIEFEBIA <1%, 5~61F BAREE, SirieE B MRS EERNEEMINESX? REEREEN (ZFEMAER) FEERN (3%
ETREMAN MAMERSERIERE) YT IEiERE M THI b

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

O Trivial SR [ R [ SHEEH | # (95%CI) < | iHEEER- | Vote Results : 3/14 chose
B MIEIER (B5h=124°8) < g " "
. small AB#: FRNS/SDNS+[95,135]; T9R: FISE&M (&7 RTX 375mg/m?, B4 500mg); 1 RsbIFSHRIE95], 1 BEAFIFIS[135]; 38 6i; B, jaFR2-7 KK 1. g Moderate *, 11/14 chose
O Moderate 3. 6. 9. 12 BN B HEME[95), BA. AT 1 ARZEMS 1-3 B0 B HEMI135]; #4751 NELATT[95], 2B5EE IS NEBATT[135] “Large”
¥ Large RTXE 18- 1 EEHIEFIRE9S) 24/28[95]« /e e |
; 1 BEAGIRASEN 351 9/10[135)
= Varies ABf: FRNS/SDNS (2843 CNI 3 MMF @ ipSIAIEHIS) [340], FRNS/SDNS+[95431]FF: MISSSH (87 RTX 375mg/m?, A 500mg); 1JRRCTHIR |
O Uncertain [340], 2 IHEBISSIEIE(95.431]; 43 bl; B4, AR 2-7 KR 1. 3. 6. 9. 12 BN B HEMM[95]), B4, 585N B HEME(340], 8BS FikasH. #rs3
ABEN B HEMIE431); 6455 1S REGATTI95, 431]. FHHE IS NEGAT[340)
RTX/E 18« 1 RCT[340], « 28/28[95]« /e ¢
e 2 EEBIESBE95 431 15/15[340]+ BE
16/16[431]

AB#: FRNS/SDNS-[337]; FFi: RS8R (285 RTX 375mg/m?, Bk 500mg) +iEE, RES: Bk 1[ARCT IS, TRyl 154, WI2E 155, BER>EMSA |«
=4 B HEHN; A5 1s EiaT-

RIXE 187 [ 1&RreT337)0 [ 151152 [ = | && |

AB#: FRNS/SDNS+[151,372];FRNS/SDNS (2853 CNI 3t MMF EiftsASHDSIRIERIRS) [193]; TR FISS&A (47 RTX 375mg/m2SE—k*4 %); 1RCT ¢

193], 2 [waBIEBHEE[151, 372]; BMARLIGRE: B4, BillEASA R ZESB—R; CsA3 BRESHR IS Ei%fe[193], 3945 1S REEATT[372), FiRBRES

HHRBEET[151]<

E—RXE1ANS) 158 RCT[193], 4/4[151)« /e 0

E—RTXE1B[193, 372 2 EEPIESRE151, 372 24/24[193]« Bl
15/15[372]¢




R, DINE FURENIRE (FAR/BE0 .
FRaNE- b X [ TR [rues | 'DRme | FHRGHE

B fISHERISEAIE (B MIEEEENS: SNEM CD19+#1 (k) CD20+ B HEM/SE B l>1% =£B>5cells/mm?) (BHA2124H) ©

ABf: FRNS/SDNS+[133, 219,309], FRNS/SDNS[340].1 1% RCT[340], 2 [&sbis5iRIE[133.219], 1 EERCT[309); FFl: FISE (87 375mg/m2, Bk
500mg); 200 §i; RTX @, RTX E—EARZEMSHEN B HEMIN[133]; B4 SHEN B HEMIN[219,340]; B4, 5 1~2 B B HEME[309]; #5 1s REGATT
[138,219,309]; A5 IS ELAT7[340]-

B SBEEFEEITEATA B MiREE2AOh(mE: /° (i 150 GEE: 43~614) F[133)¢ /< R /e
FEHz1208) © 5.5 (95%Cl: 5.1-5.9) B iz 160 GEE: 39~311) FE{219)«

i 174 GEE: 145~219) F[309}

i 165 GEE: 120~360) F[340}

AFf: FRNS/SDNS+[142], 1JRIERCT, FHi: F=SSEMEEA 375mg/m?, FX 500mg)+MMF, TIEE: PSR (BM 375mg/m?, BA 500mg) +CsA, TR
#1655, 382H 13 §i; RTX B, RTX E—ARZEHSHS B HEMmIR-

BéBEsEEEEatEa | /o #R{iz 150 GEEE: 90-210)
FEHz1208) © xR

(i 150 GEE: 90-510)%[142] /e R e

AEf: FRNS/SDNS+[193], 1]JRRCT, FiRf: BIRSBH (47 375mg/m? SF—R=x4R), WEE: RGN, T 2461, M2 24 bl; B HEMMEISTE: B4 & |
4RSA—R. ZRSE—R; RERERT: CsAS AEREHE IS BisEh-

b EEEEEATE | B ARERhREE: - E 148(95% CI: 131-170/%~ " /e
(FEHz1278) < 5.0 (95%Cl: 4.5-5.7) B¢

ABf: FRNS/SDNS[194], 1JARCT, TIRf: PSSR (A7 375mg/m2 SE—R=4 %) +MMF, NEEE: MFSSH @7 375mg/mSF—k=4%) +RRH, TR’
£ 39 i, 7I826H 39 fi; B HEMMENRE: B @4 ASE R 2ZE54ME8A—k 82852 Bk REREAT: CA3ABEES HE IS SigsH-

B dBBEEEESERta) | /o 165.0 (95% Cl:  112- 162.0 (95% Cl:  53-195)F< /e B /e
EEBz12108) < 217)F%<

B ISR SR (B MRS YCh: JNEM CD19+71 () CD20+ B HEMN/S B MB-3% %5 15cells/mm’) (G124 H) ©

AF¥: FRNS/SDNS+[201], 1JEERCT, FHufl: =SS (857 375mg/m?, BA 500mg) +MMF, TEEE: FIRESSM (7 375mg/m?, BA500mg), T 9
bl WA 7 6, ERARZRMSHR B HEMRR-

B SEEIFEEITEATRE) /e 131£72 %< 149+33 &< P=0.05+| R /e
FEBz1270E) ©

AB¥: FRNS/SDNS+[217, 431], FRNS/SDNS-[337]; 1 RCT[337], 2 mbiEhliRiE[217.431], FHRE: MRS (87 375mg/m?, B4 500mg); 4161, B4 &
B3 B HEMN217.337]; B4 sEFSH. 25 3 BXN B REMIE431); SF0EES 1S MEGATT[217.431); FES IS AEGATT[337]

B EEEFEEEEAta | /¢ /¢ R{i 146.5GEE: 84~245)X%[217]¢ /e R /e
EEAz1278) < *R{E 174GEE: 120-360)%[337)

Fi9132.6 Z[431]°

B fISIERISEAIE (B MREEENS: SMNEM CD19+3E CD20+ B HEMIE> 10cells/mm?) @HH212 40 H) <

AB#: FRNS/SDNS+[178], THa: IS (87 375mg/m?, B4 500mg); 1BBAFIHSS; 3561 B4 SHSN B HEMAR, S$oEs s
BBEsEEEEAta) | /o /e R 174 GEE: 120~360) X< /e R /e
EEBz12908) <




&R B\HE FERITEL FUHBESINRE G/ < R . inn |
HRmsE- (95%C1) | TEE- | FHaf- = S| F——
B MSIERISENIE (ABEAT) © f
ABf: FRNS/SDNS+; TFHf: RTX (375mg/m? qwx3 #l) +883 1 /72 RTX (375mg/m? qwx3 /) (B4 RTXES2 H. B ARSSESHSN B AR, CD19+B#H |«
EARGAE 4.4%21.1%, BF 1~24752) ; 1 EHIEFURENS], 56 1o
mEs=12 B¢ /e E771E B IEFEESE 100% (5/5) ¢ B SREIFEEITS-15 B /e B /e 4
FomEE (7.0£1.08)
AB#: FRNS/SDNS+; FFH: RTX (375mg/m?, 3 B1&kx4R) ; 1]mHESUEE[235], 56); 8% RTXEE 3 BiN B i (CD19+B HEME>10 MEM/mm? |«
HEE) , FEEISC
BEAR{uRETEl 3.2 G /e 1712 B IEFEIESE 80% (4/5) < 4 {7 B 4RBEEIRISEE-21 B /e R /e 4
B: 1.9-38) &=
ABf: FRNS/SDNS+; THRH: PIZES&H (375mg/m? ) +EE 172 RTX (B4, RTX/SE 1~2 BiSN B M, CD19+B HEMIR-1%HEE RTX) ; NESH: fIZs |
. 1JRRCT[309], Fi%H 16§, XJI24H 45 6, 15~
BEs>24 B /e ST B EESFEE=100% (61/61) « FR{ENE] 239 GEEL171-276)FK /e R /e d
i 174 GEE: 145-219)F~
AB¥#: FRNS/SDNS+; THH: PIZESH (375mg/m? 1~47l) +EE 1~4 72 RTX (375mg/m?) (BERZ/RSHIN B A, CD19+B HEMIE>-10 MEE/mm*E |«
S RTX) ; 1FEAIASS[372], 22 6, £E1Se
BEA=12 B /e EFEE B ST 100% (22/22), < | 73.7% (14/19) BEEF 1~472RIX | /< E o "
FFERRE 79 8 GEE: 3.0~153 8) <| /5B HAEFEEFS-15 8¢
B HiSERISESIE (BRREFRTX) < f

AB¥: FRNS/SDNS+; TH: PSS (375mg/m? 1~2 7)) +EE 1~4 T2 RTX (375mg/m?) (BERZ/RESEHRN B M) ; 1 BEAFIHIE[339]. 4661, ISHFS- |«

BEs=12 B /e 46 HIEFFEE b EEEFEATE (195290) | 4725 8 FiEsEEa (2192 /e R BREE: < |
xe 142) X {Rispeks 2
B
F—=eEE
B
s R
EERENE
=B
EHEEAIER
FHREE: T

ABf: FRNS/SDNS+: :Fm, PSS (375mg/m?1~4 Fist 750mg/m? 1~2 §) +E8 17782 RTX (375mg/m? 1~4 Fllsk 750mg/m2 1~2 7)) ; 1 [EmBIEBUEE
[83], 3464%l, fis-

BEAREENR 5.9 (M | /¢ EfFiZ RTX /3 B AREFEESE 98.0% £ 272 RIX S B HEEFEEE984% /e B /e 4
£ 43-7.7)F (196/200), FR{SFESAHE 180 (95% Cl: | (182/185), FR{sFEa=AE 180(95%
171~ 186)7% Cl: 168~195)%+

Refer to Meta Figure 21, Figure 22, Figure 23, Figure 24, Figure 25, Figure 26

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?
FRNS/SDNS ¥ RTX 1~4 3ligfreaslmE 1 BfS B HiEFESL < 1%, 5~61F BAEEE, S7i2E B AEFEREAERNARTNEGSA? RIEEEEEN (SEMRERE) MBER/N (R
FETEEMAN MAMERSERIERE) X TIEIERIA R THI M

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS




o Large / Vote Results : 9/14 chose
O Moderate “ Small " , 5/14 chose
M  Small “Trivial” .

o Trivial

o Varies

o Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough

from what the research found that it might affect a decision about the intervention?
FRNS/SDNS ¥ RTX 1~4 FliafrE5iiE 1 /5 B MiEFEIBIA <1%, 5~6 A B AEERE, ZiriEFE B MEAEREEREKS HRIAAREITERIERENEWRRE? EF FRNS/SDNS F RTX
1~4 FliEraflEmE 1 B/ B AEFEIBIA <1%, 5~61F BARERE, Zi7iEE B ARSI RN, TR ERS THURRF=ERN

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

M  Very low / Vote Results: 10/14 chose
o Low “ Very low ", 2/14 chose
o Moderate “ Low " , 2/14 chose
o High “Moderate” .

o Noincluded studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different

individual value the outcomes large enough that it could lead to different decisions?

x$ FRNS/SDNS ¥ RTX 1~4 #ligfrE&sflinE 1 B/5 B MiEFBIA<1%, 5~6 1B B MEERE, £riER B ARFEFENEERENEE, EREMARMFEAHEEAIRLE? MY
FRNS/SDNS ¥ RTX 1~4 FligfrearlE 1 B/5 B HiFESL < 1%, 5~61F BAEERE, STi2E B AEMAEEREN AERKNENEREESX? MAEMEMTUEERLSEARRRER? TMhEM
RIFERS EIMEF AR, TR DAMEEEEERES.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

o Important uncertainty | / Vote Results : 1/14 chose
or variability “ Probably no Important
o Possibly important uncertainty or variability " ,
uncertainty or variability 13/14 chose “No Important
o Probably no important uncertainty or variability” .

uncertainty or variability
M No Important




uncertainty or variability

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable
and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?

X4& FRNS/SDNS ¥ RTX 1~4 3liafr &5l 1 B/ B M8k <1%, 5~61F BHMRERE, Zi7ieE B AEAISSEANERERFISE, WS EREFRISE: MAXT FRNS/SDNS F RTX 1~4 5
afrErlEE 1 BfE B AlEFEIEIA <1%, 5~64F BARER, LTiEfE B AEFKBHENAERKENEE, FIZKR? ; B2X? ; HHENEHRYE, SUE2X? | KKRSK? ;| HREBEXRA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

o Favours the comparison | / Vote Results :  3/14 chose
o Probably favours the “ Probably favours the
comparison (disadvantages intervention ” , 11/14 chose
outweigh advantages) “Favours the intervention” .

O Does not favour either
the intervention or the
comparison (advantages
equal disadvantages)

o Probably favours the
intervention (advantages
outweigh disadvantages)

M  Favours the
intervention

o Varies

O Uncertain

7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?

FRNS/SDNS ¥ RTX 1~4 Fliafr&7linE 1 B/ B 4iEFEIEIA <1%, 5~6F BAEER, £7i2RE B ARFEBREMEERRASTHESAN? XHBFEEK?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS




o Large costs Refer to recommendation 18 Vote Results :  1/14 chose
o Moderate costs “Large costs”, 1/14 chose
M Negligible costs or “ Moderate costs “ , 8/14
savings chose “ Negligible costs or
o Moderate savings savings”, 4/14 chose "Don’ t
mi Large savings know" .

o Varies

o Uncertain

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?

Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

A HASEEREME? X FRNS/SDNS F RTX 1~4 XIiareErlEE 1 BfS B Sk <1%, 5~6 18 BAMERE, Sriec B AESEEaERAASTH (S5, EkSHA) Bx
IEERIEE M.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

o Verylow Refer to recommendation 18 Vote Results :  5/14 chose
o Low “ Very low ", 4/14 chose
o Moderate “ Low " , 2/14 chose
o High “Moderate”, 3/14 chose “No
®  No included studies included studies” .

No literature was actually
included.

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?

Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity

analyses, and the reliability and applicability of the economic evaluation?
%f FRNS/SDNS ¥F RTX 1~4 {iafr &5iE 1 B/ B AiEFEISIA <1%, 5~61H BANERE, Zi7iEE B MRS EEERTRAIMRANEE. NATHEDFTFIRAIEANES : XA
WEMEERMWY, EFIERNARELSERMY; SRS, SFHhRT S ERML.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS




o Favours the comparison | Refer to recommendation 18 Vote Results :  3/14 chose

o Probably favours the “ Probably favours the
comparison intervention " , 11/14 chose
o Does not favour either “Favours the intervention” .

the intervention or the
comparison

o Probably favours the
intervention

M  Favours the
intervention

o Varies

o No included studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions

across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?
XWBEERFHRIFNE? FRNS/SDNS F RTX 1~4 FliafrarimE 1 BiE B MiEFEEIA <1%, 5~6 1A BHRERE, Z7iEE B Al iSHEm AT KT RAVE GRS AB R ERIHE, XLt
EOESENMER? 5HAFNAEEL K FELEIMTRIEERESARERMNERYE, MtEEESERRRE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

o Reduced / Vote Results :  9/14 chose

&  Probably Reduced “ Probably Reduced”, 1/14

o Probably no impact chose “Probably no impact”,

O Probably increased 4/14 chose "Don’ t know" .

o Increased

o Varies

o Uncertain

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects

(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
BILREFRKEERES FRNS/SDNS F RTX 1~4 FliafF &t 1 B/ B 4HiEFESIA < 1%, 5~6 /1A B4HiEERE, S5 B ARFEESEMN TS IRERKEESES TIHlmRIRE. G
B3, siEEiRE RIS ARRE,; SERSNFMSAMEENNENSHERYNERL, RSt THCEEBEEIZITEaTT.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS




o No / Vote Results :  4/14 chose
u] Probably no “Probably Yes”, 10/14 chose
o Probably yes “Yes” .

M  Yes

o Varies

o Uncertain

12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

o No / Vote Results :  2/14 chose
u] Probably no “Probably Yes”, 12/14 chose
o Probably yes “Yes” .

M  Yes

o Varies

o Uncertain




SUMMARY OF JUDGEMENTS

CRITERIA

PROBLEM
BENEFITS
HARMS
QUALITY OF
EVIDENCE

. VALUES
BALANCE OF
EFFECTS

RESOURCES
REQUIRED

CERTAINTY OF
EVIDENCE OF
REQUIRED
RESOURCES

COST-
EFFECTIVENESS

10. EQUITY

11. ACCEPTABILITY

12. FEASIBILITY

DECISION

No Probably no Probably Yes Varies Don’ t know
Trivial Small Moderate Varies Don’ t know
Large Moderate Small Trivial Varies Don’ t know
Low Moderate High No included studies
] o Probably Important Probably no Important )
Important uncertainty or variability ) o ) o Varies
uncertainty or variability uncertainty or variability

Favours the

comparison

Probably favours

the comparison

Does not favour either the intervention or the

comparison

Probably favours

the intervention

Large costs

Moderate costs

Negligible costs or savings

Large savings

Varies Don’ t know

Moderate savings

Very low

Low

Moderate

Favours the

comparison

Reduced

Probably favours

the comparison

Does not favour either the intervention or the

comparison

Probably favours

the intervention

Probably no impact

Probably

Increased

Probably no

Probably Yes

No

Probably no

Probably Yes

Varies Don’ t know

Increased

Varies Don’ t know
Varies Don’ t know
Varies Don’ t know
Varies Don’ t know




TYPE OF RECOMMENDATION

Strong
recommendation
against the

intervention

Conditional
recommendation
against the

intervention

Conditional
recommendation
for either the
intervention or the

comparison

o

Conditional
recommendation

for the intervention

CONCLUSIONS

Reason for recommendation

B cell depletion and reconstitution are important reference indicators.

Recommendation(text)

In children with FRNS/SDNS receiving 1~4 doses of RTX treatment, B-cell depletion is achieved at one month after the first dose, B-cell

reconstitution occurs at 5~6 months, and multiple courses of RTX treatment slightly prolongs the duration of B-cell depletion. (1D)

Implementation considerations

Multiple courses include cases of relapse.



Recommendation 13 (deleted): Reconstitution of memory B cells and detection of Th17 cells could be

used as a reference index to predict relapse.

Is it feasible to take peripheral CD19+/CD20+ B cell count as a relapse predicting indicator in children aged 1-18
years with SSNS after RTX treatment?

STUDY TYPE cohort

POPULATION FRNS/SDNS

RELAPSE GROUP Relapse within 12 months after the first course of RTX treatment (375mg/m2, qwx2w)

NON-RELAPSED GROUP No relapse within 12 months after the first course of RTX treatment (375mg/m2, qwx2w)

MAIN OUTCOMES Which B cell subgroup predicts relapse

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS No

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: Detailed judgments: Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

SMEIM CD20+/CD19+B M EFATIEFE RAIEMERNAMA? RIBENTEMIRSUEEAMEEREEMAT. MEEMASMRERERS, HkihbEX

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No /
Probably no
Probably yes
Yes

Varies

O o o o o o

Uncertain

2. Desirable effects: How substantial are the desirable anticipated effects?



Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

iS1Z B AR Th17 {EATRERRERIIEZHNEEA? REEREEN (ZEMRIER) FIMEX)D GRERIRTEEMAIMAMERSERRE) MUNE

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Trivial
Small
Moderate
Large
Varies

O o o o o o

Uncertain

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the
likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

1817 B 4k Th17 ERTRIERFEEANARMINESX? RIBERERN (ZSEMER) FIMLAMER/N GREETREMAMMMERKEER) MFUURNRRIIE TN

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Large /
Moderate
Small
Trivial

Varies

O o o o o o

Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough

from what the research found that it might affect a decision about the intervention?

121Z B 48iEE% Th17 {EATUNRRE A B me il A REIERIEENSARE? EFICIZ B 4k Th17 MEATRNZRE AR RER I, FIRTFERE TS TN RS T=45

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Very low /
Low

Moderate

High

No included studies

Oo o o o o




5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different

individual value the outcomes large enough that it could lead to different decisions?
XHEfZ B 4fEsE Th17 fEATMUREE RNENEE, REEMITIRMFERREMIZRMAM? MAXHCTZ B 4885) Th17 fEATERRSE RNENEEGZX? FHEHRUHRELSHAREN
IRER? TR DAEFRERER, UMY DAEEEIERENER.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Important uncertainty or|/

variability

o Possibly important uncertainty or

variability

o Probably no important

uncertainty or variability
o No important uncertainty or
variability

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable

and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?
EFBIZ B 4Hi8s% Th17 fEATRGERE AFIEE. MU AEREFIEE: MAXHEIZ B 4HiEsE Th17 fEATRIRRE RINEWERE; FIZX? ; BE2X? ; MiHENERYE S082K? ; KEZX? ;
A RERLBEX PR A2

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

m] Favours the comparison /
o Probably favours the comparison
(disadvantages outweigh
advantages)

o Does not favour either the
intervention or the comparison
(advantages equal disadvantages)

o Probably favours the
intervention (advantages outweigh
disadvantages)

O Favours the intervention




u] Varies

O Uncertain

7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?

iS1Z B fHHEEY Th17 {EATRIRRE RRASIHBEER? HMAEESK?

JUDGEMENTS

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

Large costs

Moderate costs

Negligible costs or savings
Moderate savings

Large savings

Varies

O o o o o o o

Uncertain

/

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?

Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

BRASSZHHAGEEREIA? XHEZ B s Th17 (EATRIRRE KA (B, EEEM) BEXEERREL.

JUDGEMENTS

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

Very low

Low

Moderate

High

No included studies

Oo o o o o

/

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?




Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity

analyses, and the reliability and applicability of the economic evaluation?

AR EEDTTEMRETISIZ B s Th17 (EATRlRRE &SR NATAESFINAIRARES: XXHRANARELSRWY; XEFENARELSR WY, SESTT; SFfHhRIRTREY
&R,

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

m] Favours the comparison /
o Probably favours the comparison
O Does not favour either the
intervention or the comparison

o Probably favours the
intervention

m] Favours the intervention

o Varies

o No included studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions
across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?

M BEFHAIN? iE12 B 4HiEsE Th17 (EATMUREE AR EESSH AT EREE, MEEEESENME? 558 ARNIRELK LR ITUNES BRI SARERNEEYE, MEEE
SERAERE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Reduced /
Probably reduced
Probably no impact
Probably increased
Increased

Varies

O O o o o o o

Uncertain

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects

(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
BLREFRIKE B! B 4iEsL Th17 (EATERESE REiER. BIIRERKEEREZ T RI0RE. (hERE, SiniikaEm iR IRRE; fESMFISHIME RN ENSE:
RYEL; RESHTOCEEBIEEISITEETT,

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




No /
Probably no
Probably yes
Yes

Varies

O o o o o o

Uncertain

12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No /
Probably no
Probably yes
Yes

Varies

O o o o o o

Uncertain




SUMMARY OF JUDGEMENTS

CRITERIA DECISION
PROBLEM No Probably no Probably Yes Yes Varies Don’ t know
BENEFITS Trivial Small Moderate Large Varies Don’ t know
HARMS Large Moderate Small Trivial Varies Don’ t know
QUALITY OF )
Very low Low Moderate High No included studies
EVIDENCE
) o Probably Important Probably no Important No Important uncertainty or .
. VALUES Important uncertainty or variability ) o ) o Varies
uncertainty or variability uncertainty or variability variability
BALANCE OF Favours the Probably favours |Does not favour either the intervention or the|Probably favours
) ) . Favours the intervention Varies Don’ t know

EFFECTS comparison the comparison comparison the intervention
RESOURCES

Large costs Moderate costs Negligible costs or savings Large savings Moderate savings Varies Don’ t know

REQUIRED

CERTAINTY OF

EVIDENCE OF .
Very low Low Moderate High No included studies

REQUIRED

RESOURCES

COST- Favours the Probably favours |Does not favour either the intervention or the|Probably favours

) ) . Favours the intervention Varies Don’ t know
EFFECTIVENESS comparison the comparison comparison the intervention
) Probably )
10. EQUITY Reduced Probably Reduced Probably no impact Increased Varies Don’ t know
Increased

11. ACCEPTABILITY No Probably no Probably Yes Yes Varies Don’ t know
12. FEASIBILITY No Probably no Probably Yes Yes Varies Don’ t know




TYPE OF RECOMMENDATION

Strong
recommendation
against the

intervention

Conditional
recommendation
against the

intervention

Conditional
recommendation
for either the
intervention or the

comparison

o

Conditional
recommendation

for the intervention

Strong
recommendation

for the intervention

CONCLUSIONS

Reason for recommendation

After discussion by experts, the evidence for B cells as a predictor is insufficient and it is hard to answer the question of the specific time point,

so this recommendation is deleted, and the evidence for reference is put in the recommendation description of recommendation 14.




Recommendation 14: The relapse rate during B-cell depletion is 1%. (1D)

Is it feasible to take peripheral CD19+/CD20+ B cell count as a relapse predicting indicator in children aged 1-18

years with SSNS after RTX treatment?

STUDY TYPE Case series report

POPULATION FRNS/SDNS, FRNS/SDNS+, FRNS/SDNS-

INTERVENTION First course of RTX treatment (375mg/m2, qwx(1~4)w)

COMPARISON No

MAIN OUTCOMES Relapse rate during B cell depletion (with a follow-up of = 12 months)

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS No

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: Detailed judgments: Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

B IS HAIA S RZFAMEGMAEMA? RIEORFEEZSMREEHIMERSEEMAN. FERNESMREERNS, MEhsX

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o No / Vote Results : 2/14  chose
u] Probably no “Probably Yes”, 12/14 chose
o Probably yes “Yes” .

M Yes

o Varies

u] Uncertain

2. Desirable effects: How substantial are the desirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the




likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

B AIEFEISHIRSE R XK 1%ERHNEERN? REERERN (ZEMRIER) FIMNEAN GRERIFTEEMAIMMERMEEE) M TIEEREES I T

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Trivial ok [ TEREnEE. EEES B (95%CI) © | iBE=E- || Vote Results : 1/14  chose
o Small B SNSRRIERS2t (lih=121H) ‘| * Moderate © , 10/14 chose
ABf: FRNS/SDNS+[69,135,142,219,234, 275]; FRNS/SDNS[30]; FRNS/SDNS-[54, 337]; T9R: FIZE$IR (857 RTX 375mg/m?) [135,142,219,337], RIS |
o Moderate i (RTX 375mg/m2, qwx(1-2)w) [30], RISEHIA (RTX 375mg/m?, qux2w) [54,69], PSS (RTX 375ma/m2, qux(2-49w) [275], RISIEE (&5 RTX “large”, 3/14 chose "Don' t
| Large 375mg/m?, qwx(1-4)w) [234]; 415 RCT[30,54,275,337], 1JRIERCT[142]; 1BASUHASE[135]; 3 IRfmbIEbIiRiE[69.219.234]; 280 Bi; 4 IS AELATT know" .
. [142,219], EB53¥E 1S AELATT(135.234), 1S EHEHS(30]. (REFERIEE[69.275], A6E IS sRiEGE(54.837]<
o Varies B EEERMAEE (Ehz1218) o 4MRCT30,54275337]; « | 4/35(30] | e - /e )
o Uncertain 1MHERCT[142]; « 0/60[54]« 19 (95%Cl: 0~18%) «
1 BEAZIERSE[135]; « 0/16[69]« CD19+/CD20+B M <1%3% 5 AR/ mm $EiBTTR:
3 MEHIESiEE(69,219,234)° | 0/9[135)¢ 196(95%Cl: 0~19%)<
0/29[142)
7/78[219)¢
0/20[275)
0/18[234]«
0/15[337]¢
Refer to Meta Figure 27

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

B AIEFEISHIASE R X 1% ARTINESZRN? REERERN (ZEMRER) FIMNEAN GRERIATEEMAIMAMERSEEE) M TSGR REDHI T

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Large / Vote Results : 6/14 chose
u] Moderate “Small”, 5/14 chose “Trivial”,

M Small 3/14 chose “Don’ t know" .

o Trivial

o Varies

o Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough from

what the research found that it might affect a decision about the intervention?

B MEFEIBHIEIS R X 1 %8 =R REITERIEHENEWARE? T B AEFEBHEERE 1%, HIRTUIRRESSXFUNRR 4L

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

M  Very low / Vote Results: 12/14 chose “Very




o Low low”, 2/14 chose “.No included
o Moderate studies/FHEXIENE"

o High

[m}

No included studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different individual

value the outcomes large enough that it could lead to different decisions?
XJ B ANTHEIBHAAIS R 1%NENEE, RERMIIRMEFEARESEZLE? MY B AEFBHESRE 1 %NENEESSR? FMAEENSUMEESSERRRIRR? FREEAIIEX it
HENERER, UMY DAMEFSENERENER.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Important uncertainty or |/ Vote Results : 1/14  chose
variability “ Probably Important uncertainty
o Possibly important or variability " , 1/14 chose
uncertainty or variability “  Probably no Important
o Probably no important uncertainty or variability”, 12/14
uncertainty or variability chose “No Important uncertainty
M  No Important uncertainty or variability” .

or variability

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or the

comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable and

undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?

& B HIEFEISHAIAIS AR 1%RIFIEE. LA EREREE: MAXS B AIEFEEHRE AR 1%NEMER; FIZK? ; 82X? ; MiHEIREREYE, S0E2X? ;| NKRESK? ;| TREHENEA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Favours the comparison / Vote Results 2/14  chose
o Probably favours the " Probably favours  the
comparison (& Large FFl) intervention “ , 9/14 chose
u] Does not favour either the “Favours the intervention”, 1/14
intervention or the comparison chose " Varies " , 2/14 chose
(3£FES) “Don’ tknow” .

o Probably favours the

intervention (¥ Large F4§)

M  Favours the intervention




u] Varies

O Uncertain

7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?

B MMIFEISHAIAIS R 1 %A HESZK? THEAEEK?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Large costs / Vote Results : 6/14 chose
o Moderate costs “Negligible costs or savings”,
o Negligible costs or savings 2/14 chose "Moderate savings”,
o Moderate savings 6/14 chose “Don’ t know" .

o Llarge savings Z%E, choose "Don’ tknow”,

o Varies

M Don’ tknow

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource requirements
(costs)?

Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

BASZ HAIHEREE? X B MMEFEBHRAS AR 1%MAZE (BEAY. FREER) BXIHENREE.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Verylow / Vote Results: 9/14 chose “Very
O Low low”, 1/14 chose “Low”, 4/14
o Moderate chose “No included studies” .

o High SCPRARB AN

M  No included studies

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?




Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity analyses,

and the reliability and applicability of the economic evaluation?

X B IEFEISHAEERE 1% FIAIRARE ST MATSE S HrilanAssEs :

XISZHARARIARELSRM, e RELSRLM, SRS, ST EEFERt.

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

JUDGEMENTS

o Favours the comparison

o Probably favours the
comparison

O Does not favour either the
intervention or the comparison
o Probably favours the
intervention

M  Favours the intervention
o Varies

o No included studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions

across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?

X BEATFHRIFNG? B MIEFEIBHIRAS AR 1%ERESBARFTERIEE, MEESESENRER? SSBARNTRELKTE

/

Vote Results : 4/14  chose
“ Probably favours  the
intervention ” , 6/14 chose

“Favours the intervention”, 1/14
chose “Varies”, 3/14 chose "“"No

included studies” .

TR B SRR ERM, NI ERESIEARRE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Reduced / Vote Results : 6/14 chose
&  Probably Reduced “Probably Reduced”, 2/14 chose
o Probably no impact “Probably no impact”, 1/14
u] Probably increased chose " Varies " , 5/14 chose
o Increased “Don’ t know" .

o Varies

o Uncertain

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects (benefits)

in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?

BLREFRKEEEES B AEFEEHRASEARE 1%, BILRERK

CERE IR EIZHTIEIATT .

S TIRARE. (hENSH, SxiiiRs

THRIVESNNARRAE, ERSXFIEHERINENSHERNEL, 28T

JUDGEMENTS

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS




No
Probably no
Probably yes
Yes

Varies

OO go oo

Uncertain

12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

Vote Results : 2/14  chose
“ Probably Yes”, 9/14 chose
“Yes " , 3/14 chose " Don' t

know” .

JUDGEMENTS

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

No
Probably no
Probably yes
Yes

Varies

OO go oo

Uncertain

/

Vote Results : 2/14  chose
“Probably Yes”, 11/14 chose
“Yes”, 1/14 chose "Varies" .




SUMMARY OF JUDGEMENTS

CRITERIA

PROBLEM
BENEFITS
HARMS
QUALITY OF
EVIDENCE

. VALUES
BALANCE OF
EFFECTS

RESOURCES
REQUIRED

CERTAINTY OF
EVIDENCE OF
REQUIRED
RESOURCES

COST-
EFFECTIVENESS

10. EQUITY

11. ACCEPTABILITY

12. FEASIBILITY

DECISION

No Probably no Probably Yes Varies Don' t know
Trivial Small Moderate Varies Don’ t know
Large Moderate Small Trivial Varies Don' t know
Low Moderate High No included studies
] o Probably Important Probably no Important )
Important uncertainty or variability ) o ) o Varies
uncertainty or variability uncertainty or variability

Favours the

comparison

Probably favours

the comparison

Does not favour either the intervention or the

comparison

Probably favours

the intervention

Large costs

Moderate costs

Negligible costs or savings

Large savings

Moderate savings

Very low

Low

Moderate

Favours the

comparison

Reduced

Probably favours

the comparison

Does not favour either the intervention or the

comparison

Probably favours

the intervention

Probably no impact

Probably

Increased

Probably no

Probably Yes

No

Probably no

Probably Yes

Varies

Varies

Don’ t know

Increased

Varies Don’ t know
Varies Don’ t know
Varies Don’ t know
Varies Don’ t know




TYPE OF RECOMMENDATION

Strong
recommendation
against the

intervention

Conditional
recommendation
against the

intervention

Conditional
recommendation
for either the
intervention or the

comparison

o

Conditional
recommendation

for the intervention

CONCLUSIONS

Reason for recommendation

The relapse rate during B-cell depletion is an important observational indicator.

Recommendation(text)

The relapse rate during B-cell depletion is 1%. (1D)

Implementation considerations

Some hospitals may not be available to detect because of lacking corresponding equipment and technology.



Recommendation 15: RTX treatment does not increase the incidence of serious adverse events and
infections in children with SSNS. (1D)

What is the incidence of adverse events in RTX treatment of children with SSNS?

STUDY TYPE Two-arm study

POPULATION SSNS

INTERVENTION RTX

COMPARISON Placebo, conventional immunosuppressants

MAIN OUTCOMES The incidence of serious adverse events

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS [R\[¢]

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: Detailed judgments: Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

RTX j&77 SSNS B EFREHERTRES MM A? RIENRNTESMEASMREEHEEGESMEL. MERMARIHEEYS, MahEX

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o No / Vote Results: 1/14 chose “Probably
u] Probably no Yes” , 12/14 chose “Yes"”, 1/14
o Probably yes chose “Don’ tknow" .

M  Yes

o Varies

o Uncertain

2. Desirable effects: How substantial are the desirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the




likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

Detailed judgments: RTX a4 SSNS f2JLK Increased FPEARBHFIBRAERNEmHINESA? RIEEREEN (ZEWRIER) FINEAN GRERIATEMIIMMERMEEE) XTIE
TERE e e T

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Trivial SR BILRE: FEEARE OR (95%Cl) = !BWE‘?‘E (FHYEIR) -~ IERERE AGB- < | Vote Results: 1/14 chose "Trivial”,
w@m- | Fame e a < ., .,
O Small pre— . | 2/14 chose Moderate " , 11/14
o Moderate FRTX; XI88: Z=Btw; 48 fd; 11 RCTUSS . | chose “Yes" .
B Large TSR [ OR=3.13(0.12-80.68)- | 23/24 | 4240 [ E B
FIERTX; XI88: SFISEMHA; 313 6); 417 RCTEO. se. 275, 3401, 2 T NRSI25. 378l <
o Varies B R | OR=3.77(0.26-55.54)= | 84/153= | 106/160= | [ = <
O Uncertain FIERTX; XE8: B0/ RMBEME; 361 6); 5% RCTEO. 5 193 275, 340, 2 T NRSI26. 378l "
RS RERe | OR=4.96(0.36-68.48) | 1071772 | 1307184 [ = [= B
SRR B
FIERTX; JR8: 2285 48 64; 117 RCTOSH: B
EEREEAAEES [ OR=2.14(0.63-7.33) [ 6242 [ 107242 [= [= B
FIERTX; XI88: SMISEHA; 214 5); 31 RCTR0.54.2750 X
EERES A EE | OR=0.90(0.18-4.35)= [ 3/98= [ 41162 [= [= B
FIRRTX; WEE: REH/EMBLENER; 262 51; 45 RCTE 15,275 A
FERES A SR | OR=1.56(0.59-4.17)= [ 91222 | 14/140- IE [ B
Rl iR "
FIERTX; JR8: &G0 48 64; 117 RCTOSH: B
L [ OR=8.47(1.12-64.20)> [ 07242 [ 4/24- [= [= ¢
FERTX; X88: f5seEs); 40 fl; 1@ RCTES "
PR R S R | 0R=739(0.15-372.38)° [ 0r20- [ 1720 B E B
MO B
FIRRTX; 388: =E; 48 ;115 RCTOSE B
AR>S | OR=1.00(0.22-449)- [ 4/24- [ 4242 [= [= B
FFRTX; WE: fi5ams); 40 6l 15 RCTESI "
HEBRER S [ OR=0.14(0.00-6.82) [ 1720- [ 0720- [= [= B
B <
FFR-RTX; X4B&: =&, 48 6, 1 RCTUSE B
SR | OR=7.67(0.85-69.54)= [ 18/24- [ 237242 E [ = B
FIERTX; XR8: SHEEHA; 94 61; 2 RCTEOZ7sk A
[ mnmas [ OR=283(0.69-11.62)= [ 23/38- [ 33/56- [= [= <
P s S/ S8 = (95%Cl) © iEEERe |
Fpﬁ&gﬂ]gﬁr_b_: 11 GBI ZE 53R 5166 141,142,159, 215,273, 336,335, 393, 398, 408].~ 19/369= 5% (3%~8%) a B
Refer to Meta Figure 28, Figure 29, Figure 30, Figure 31

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?
RTX j&f7 SSNS )UK Increased FPEARBMHHIBRAEXRNARYINEZR? REEREEN (ZEWAEE) FIBA(EA/)N GRENATRMEAMABERKIENEE) XNTFusEITREmEH T
H

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




o Large / Vote Results : 1/14  chose
O Moderate “Moderate”, 6/14 chose “Small”,
o Small 7/14 chose “Trivial” .

M Trivial

o Varies

o Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough

from what the research found that it might affect a decision about the intervention?
RTX j&fr SSNS LK Increased FEARF IR REXARHINFIARMINBRIEENSARRE? EF RTX AT SSNS BJLK Increased PFERREHFIRERALEZAITREIE, FIMTFIERE
BN TIURRF=ERN

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

M  Very low / Vote Results: 13/14 chose “Very
o Low low”, 1/14 chose " No included
o Moderate studies” .

o High

o No included studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different

individual value the outcomes large enough that it could lead to different decisions?
X$ RTX j5f7 SSNS LK Increased PEAREHFIRAEZNENEE, ERENMARMEERHELFIZMIME? MAXS RTXGSF SSNS BJLK Increased FPEAREHFIRGVA EXRAIEEE
BZR? FMEAEMBHMRERSEARANRER? MR DAEFIERER, TUMARIIEY DAMEFEIERENER.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Important uncertainty or |/ Vote Results: 2/14 chose “Probably
variability no Important uncertainty or
o Possibly important variability “ , 12/14 chose “ No
uncertainty or variability Important uncertainty or
o Probably no important variability” .

uncertainty or variability

M No Important

uncertainty or variability




6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable
and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?

& RTX j&f7 SSNS BJLK Increased PEAREHHIRSREZRFEE, MNEITHENEGFEE: M EAMEFNENRER,; FZX? | B2X? | MiHENSHRYE, S062X? ;) KRZK? ; flk
AUEEXIBE A ?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Favours the comparison |/ Vote Results: 1/14 chose “Probably
o Probably  favours the favours the intervention ", 13/14
comparison (& Large FFl) chose “Favours the intervention” .

O Does not favour either
the intervention or the
comparison (#£FIEZ)

o Probably  favours the
intervention (¥ Large F4§)

M  Favours the intervention

u] Varies

O Uncertain

7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?

RTX j877 SSNS LK Increased EARFHFIRRRERRASTHESA? IHMAESK?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Llarge costs Refer to recommendation 18 Vote Results 9/14 chose
o Moderate costs “Negligible costs or savings”, 1/14
M Negligible costs or chose “ Moderate savings ", 4/14
savings chose “Don’ tknow" .

o Moderate savings
o Llarge savings
o Varies
[m]

Uncertain




8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?
Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

BRASSZHAGEEREIA? XJ RTX A7 SSNS 2L Increased FPEAREMHFIBRAERMAIH (BIEHY. ERERMA) BXIEEIREL.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

M  Trivial Refer to recommendation 18 Vote Results: 7/14 chose “ Very
O Low low”, 3/14chose “Low”, 1/14 chose
O Moderate “ Moderate " , 3/14 chose “ No
o High included studies” .

O No included studies

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?

Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity
analyses, and the reliability and applicability of the economic evaluation?

RTX 517 SSNS )L Increased FEARREHFNRBRREETIRAINARGED T MATHEDHTFIREIBARE: XS HAANRREMSER M, SFFIEINAREMsER M, SRR, &5F
e AT SEEAERIE.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Favours the comparison | Refer to recommendation 18 Vote Results: 14/14 chose “Favours
o Probably  favours the the intervention” .

comparison

O Does not favour either
the intervention or the
comparison

o Probably  favours the
intervention

M  Favours the intervention
o Varies

o No included studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions

across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?




X BEANTFHRIFNG? RTX AT SSNS BJLK Increased FPEARBHFIRREXRASHARTEDBNIHE, MEEEESENRER? 5B ARNTREL K FSITREvES B e FaRE

NEZEM, MEEREESIERAIMRRE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Reduced Refer to recommendation 18 Vote Results: 8/14 chose “Probably
M  Probably Reduced Reduced ", 4/14 chose "Probably
o Probably no impact no impact”, 2/14 chose “Probably
O Probably increased increased” .

o Increased

o Varies

o Uncertain

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects
(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
BILREFRIKEERES RTX 87 SSNS BJLK Increased FEARSBHHIRRRER? B)INERKEERESZ T RIRE. (hERSIE, SiniiRaEm kISR ARRAEL; SESXIFISEHT
BEMANENSERENEN; REHTFCEESRE ST,

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No / Vote Results: 4/14 chose “Probably
Probably no Yes”, 10/14 chose “Yes” .
Probably yes
Yes

Varies

OO go oo

Uncertain

12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No / Vote Results: 1/14 chose “Probably
Probably no Yes”, 13/14 chose “Yes” .
Probably yes
Yes

Varies

OO go oo

Uncertain







SUMMARY OF JUDGEMENTS

CRITERIA

DECISION

PROBLEM No Probably no Probably Yes Varies Don’ t know
BENEFITS Trivial Small Moderate Varies Don’ t know
HARMS Large Moderate Small Varies Don’ t know
QUALITY OF

Low Moderate No included studies

EVIDENCE

. VALUES Important uncertainty or variability

Probably Important

uncertainty or variability

Probably no Important

uncertainty or variability

BALANCE OF Favours the

EFFECTS

Probably favours

comparison the comparison

RESOURCES
REQUIRED

Large costs Moderate costs

CERTAINTY OF
EVIDENCE OF
REQUIRED
RESOURCES

Low

Does not favour either the intervention or the | Probably favours

comparison

Moderate

the intervention

Large savings Moderate savings

Varies
Varies Don’ t know
Varies Don’ t know

High

COST-
EFFECTIVENESS

Favours the Probably favours

comparison the comparison

Does not favour either the intervention or the

comparison

No included studies

10. EQUITY Reduced

Probably no impact

11. ACCEPTABILITY

Probably no

Probably Yes

12. FEASIBILITY

No Probably no

Probably Yes

Probably favours )
Varies Don’ t know
the intervention
Probably .
Increased Varies Don’ t know
Increased
Varies Don’ t know
Varies Don’ t know




TYPE OF RECOMMENDATION

Strong
recommendation
against the

intervention

Conditional
recommendation
against the

intervention

Conditional
recommendation
for either the
intervention or the

comparison

o

Conditional
recommendation

for the intervention

CONCLUSIONS

Reason for recommendation

Serious adverse events with clear definition is an important factor to consider.

Recommendation(text)

RTX treatment does not increase the incidence of serious adverse events and infections in children with SSNS. (1D)



Recommendation 16 (deleted): In children with SSNS receiving RTX treatment, the incidence of

hypogammaglobulinemia is 26%, and the incidence of persistent hypogammaglobulinemia is 13%.

What is the incidence of adverse events in RTX treatment of children with SSNS?

STUDY TYPE Single-arm study

POPULATION SSNS

INTERVENTION RTX

COMPARISON No

MAIN OUTCOMES The incidence of hypogammaglobulinemia and persistent hypogammaglobulinemia

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS No

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: Detailed judgments: Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

RTX i&77 SSNS LK 19G MEEAFFERIAR 19G MEERESMEMA? RERNFERMASIHEEANERSESMAL. FERMARIREYS, MK

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No /
Probably no
Probably yes
Yes

Varies

O o o o o o

Uncertain

2. Desirable effects: How substantial are the desirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the




likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

RTX &#7 SSNS )9 Low 19G IfE 26%FFEHE Low 19G MIE 13%MIBmHINESK? RIBERERM (SEMER) FIMEEA/N (Rash

WEHEATH M

FIEEMAN MAMERBEEREE) YT IEiERa s

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
O Trivial 5ol e St i RS- = (95%Cl) < HERRC  |¢
kE 19G M- 11 TG BB S 113.66.135.142.159, 198,215,273, 316,328, 418]3 104/393< 26% (22%~31%) < a <
. small FRIEFSTIA 2 R BRI IR 2730 56/110< 51% (42%~60%) < e <
] Moderate - AEEHESSTE S 9 TS (ISR 5113, 66.135,142.159,215, 316,328, 418] 2 48/283< 17% (13%~22%) < a A
O La rge FHRIERE 196G MAE- 3 TRBIRIHRS1%8 279,318 34/257< 13% (10%~18%) < e <
O Varies in RTX fniksEnk- 5 TIABIRFIIRE28 661372343581 15/96< 16% (10%~24%) < a <
MiER 3 TRBIRIHRS137. 336,335 6/129< 5% (2%~10%) < e Q
o Uncertain

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Refer to Meta Figure 32, Figure 33, Figure 34, Figure 35

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

RTX 3477 SSNS )5 Low 1gG I 26%F4EtE Low IgG MU 13%A0REE:

WEHEATH M

JUDGEMENTS

RESEARCH EVIDENCE

JIBEZX? RIEEREEN (ZEMRIERE) FIAEAN GRERY

FIEEMAN MAMEREEEREE) YT SRR RS

ADDITIONAL CONSIDERATIONS

Large
Moderate
Small
Trivial

Varies

O o o o o o

Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough

from what the research found that it might affect a decision about the intervention?

RTX j&77 SSNS 2L Low IgG IMAE 26%FAiS4EME Low 19G MAE 13% B MR

M, FErTFIRRE RS T IURRF =N

JUDGEMENTS

RESEARCH EVIDENCE

S ESEREREARE? BT RTX AT SSNS )L Low IgG ME 26%FHE4e Low IgG [MFE 13%MIATAEES

ADDITIONAL CONSIDERATIONS

o Verylow
o Low

u] Moderate

/




o High
u] No included studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different

individual value the outcomes large enough that it could lead to different decisions?
X$ RTX j&f7 SSNS 2L Low 19G MfE 26%AIH4eM: Low 19G MfE 13%MNEMERE, SREMIREMFENEEEFRZM? MAXS RTX 67 SSNS BJLH Low 19G MfE 26%F1F4HE Low 19G
ME 13%MIBEMEEESZR? FTHEEZUERESSEARIRR? FHEEAIIEN DIAEFEMRERE, SUEAIEY DAMEEENREENER.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Important uncertainty or |/

variability

o Possibly important

uncertainty or variability

o Probably no important
uncertainty or variability

o No important uncertainty
or variability

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable

and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?
1 RTX J&f7 SSNS 2)LH Low IgG IMfE 26%F1HF4EM Low 19G M 13%AIFIEMIAT AEAUEFIER: MK DIAEZRIEMRE,; FIZX? ; B2X? ; HiHENSHEYE; FEU0E3K? ; XKS
K? ; OTEEHEEIRBEA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

m] Favours the comparison |/
o Probably  favours the
comparison (¥ Large FT#)

O Does not favour either the
intervention or the comparison

(HERIES)

o Probably  favours the
intervention (| Large F#%)

m] Favours the intervention

u] Varies




O Uncertain

7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?

RTX j&f7 SSNS &)L Low IgG [MfE 26%FFELM Low IgG MfE 13%MASHESZA? XHMAEEZKX?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Large costs Refer to recommendation 18
o Moderate costs

o Negligible  costs or
savings

o Moderate savings

o Llarge savings
o Varies
[m]

Uncertain

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?
Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

BYASZHAIEEREE? XJ RTX iA77 SSNS )L Low I9G MfE 26%F 5444 Low IgG MfE 13%miAScH (B1F2). % #RA) BXRIEHENHREN.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Very low Refer to recommendation 18
Low

Moderate

High

No included studies

o o o o o

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?




Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity

analyses, and the reliability and applicability of the economic evaluation?

RTX ja77 SSNS &)L Low IgG IMAE 26%FMHFEEM Low IgG MAE 13%FIRRIBAREEDHT. MEATHEDHT FIRAIRAE : JTHEARNAHEML RN, XEFIEANREEERT; skt
o, EFHERNATEEFTIERL.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Favours the comparison [ Refer to recommendation 18
o Probably  favours the
comparison

O Does not favour either the
intervention or the comparison
o Probably  favours the
intervention

m] Favours the intervention
o Varies

o No included studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions

across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?
X BELFHAIFNE? RTX AT SSNS 2)LH Low IgG MfE 26%F1FEE Low I9G MIfE 13%FE5558 ABFFERTT High, MILEERESENMRRE? 5538 ABNARES KL IT A BE s
HRITRNESY, WEEEESEMRE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Reduced /
Probably reduced
Probably no impact
Probably increased
Increased

Varies

O O o o o o o

Uncertain

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects

(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
BLRHERKEERES RTX iAf7 SSNS B8)LH Low IgG MIFE 26%FNF4eM: Low 19G MfE 13%? BILRERKEBSEZTIHERAVRE. SR, SEiRETRIVGHANTRRAE; X
FEHMTE RN ENSHEREEL; RESHTCEEBEESIEaT.




JUDGEMENTS

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

No

Probably no
Probably yes
Yes

Varies

O o o o o o

Uncertain

12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

/

JUDGEMENTS

RESEARCH EVIDENCE

ADDITIONAL CONSIDERATIONS

No

Probably no
Probably yes
Yes

Varies

O o o o o o

Uncertain

/




SUMMARY OF JUDGEMENTS

CRITERIA DECISION
PROBLEM No Probably no Probably Yes Yes Varies Don’ t know
BENEFITS Trivial Small Moderate Large Varies Don’ t know
HARMS Large Moderate Small Trivial Varies Don’ t know
QUALITY OF )
Very low Low Moderate High No included studies
EVIDENCE
) o Probably Important Probably no Important No Important uncertainty or .
. VALUES Important uncertainty or variability ) o ) o Varies
uncertainty or variability uncertainty or variability variability
BALANCE OF Favours the Probably favours |Does not favour either the intervention or the|Probably favours
) ) . Favours the intervention Varies Don’ t know

EFFECTS comparison the comparison comparison the intervention
RESOURCES

Large costs Moderate costs Negligible costs or savings Large savings Moderate savings Varies Don’ t know

REQUIRED

CERTAINTY OF

EVIDENCE OF .
Very low Low Moderate High No included studies

REQUIRED

RESOURCES

COST- Favours the Probably favours |Does not favour either the intervention or the|Probably favours

) ) . Favours the intervention Varies Don’ t know
EFFECTIVENESS comparison the comparison comparison the intervention
) Probably )
10. EQUITY Reduced Probably Reduced Probably no impact Increased Varies Don’ t know
Increased

11. ACCEPTABILITY No Probably no Probably Yes Yes Varies Don’ t know
12. FEASIBILITY No Probably no Probably Yes Yes Varies Don’ t know




TYPE OF RECOMMENDATION

Strong Conditional Conditional Conditional Strong
recommendation | recommendation | recommendation | recommendation | recommendation
against the against the for either the |for the intervention|for the intervention
intervention intervention intervention or the
comparison
o o o o o
CONCLUSIONS

Reason for recommendation

After discussion by experts, the evidence of this recommendation is not convincing, so it is deleted and the evidence is displayed in the

recommendation description of recommendation 15 for reference.




Recommendation 17 (deleted): In the treatment of RTX in children with SSNS, steroid, antihistamines
and acetaminophen are routinely used to prevent possible infusion reactions to RTX. The incidence of

infusion reaction is 30%.

What measures should be taken to prevent RTX-induced adverse reactions?

STUDY TYPE Sing-arm study

POPULATION SSNS

INTERVENTION Steroid, paracetamol, antihistamines, etc.

COMPARISON No

MAIN OUTCOMES The incidence of infusion-related reactions

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS R\

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

RTX RYRT eSS M BB MSEEA? IRIERRNTEMMASMREEAEESEEMAL. FERMEARMREENS, M

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No /
Probably no
Probably yes
Yes

Varies

O o o o o o

Uncertain




2. Desirable effects: How substantial are the desirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the

likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

Detailed judgments: RTX BiRR R AEZEIE 30%HEEHMELK? IRIEEREREE (SENNREE) FBEEX/N GREFTREEMEAMMAERKERNEE) YT iuEErame st T

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Trivial
Small
Moderate
Large
Varies

O o o o o o

Uncertain

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the
likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

RTX BRI AREZIE 30%NARHEMELK? IRIEEREEN (SEMIREE) FIREEX/N GRENFTREMFA MABRNERNEE) WTiuERaR R THIMT

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Large /
Moderate
Small
Trivial

Varies

O o o o o o

Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough

from what the research found that it might affect a decision about the intervention?

RTX iR AR 30% Bz NI A RZITERIERRIESWRRE? BT RIX MRREIALESR 30%RIAT8ER01, HIM TR E TS TRuRE=ERm

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
o Verylow /

O Low

o Moderate

o High




u] No included studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different

individual value the outcomes large enough that it could lead to different decisions?
XF RTX HiRRRIRESE 30%EMEE, REEMATRMFENREMARMM? MEXT RTX BIRRMAER 30%NENEEGEZR? FAHEMIRUHRERSEARIIRER? FHEAIIET L
MHEFRVIERIERE, MAIIEN EAEEENREENER,

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Important uncertainty or variability /
o Possibly important uncertainty or
variability
o Probably no important uncertainty or
variability

o No important uncertainty or variability

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable
and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?

5 RTX iR R = 30%F8E, MWEATSEREFIEE: MAX DAEFRIERERE, FIZK? | BE2X? | GiHERBRIL, FU0E2X? | KEEK? | AIRERIEA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Favours the comparison /
o Probably favours the comparison (¥
Large F#l)

O Does not favour either the intervention
or the comparison (¥FJi8%)

o Probably favours the intervention (¥
Large F#£)

m] Favours the intervention

o Varies

O Uncertain

7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?




RTX BIiRRRIAREZR 30%MASTHESZA? IHMAEESK?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Large costs /
Moderate costs

Negligible costs or savings
Moderate savings

Large savings

Varies

O O o o o o o

Uncertain

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?
Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

A HAIHEREME? X RTX MRRMAAER 30%MASH (BIEAY). (EkEs) EXIEENFERE.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Very low /
Low

Moderate

High

No included studies

Oo o o o o

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?

Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity

analyses, and the reliability and applicability of the economic evaluation?

XF RTX ik R RI R AE =R 30% FIRRIB AN HT. MEATAE DT FIRAIRANE : JSTHEANAHEL SR, EFENTRELERY; SRtstr, SFRTAITRIEAIERN.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




m] Favours the comparison /
o Probably favours the comparison

O Does not favour either the intervention
or the comparison

o Probably favours the intervention

m] Favours the intervention
o Varies
[m}

No included studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions

across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?
S BELFHAIFNN? RTXERREIRESR 30%2EESBARPEFT High, SEEEESENRRE? 558 ARNIREELKELENTRIENERMSMRTRNEEYE, MEEEESENR

B2

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

Reduced /
Probably reduced
Probably no impact
Probably increased
Increased

Varies

O O o o o o o

Uncertain

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects

(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
BILRERKEEES RTX BRRMARLERE 30%? B)IRERKEEREZ T RIS, (hERSIE, SiniikamRI0EANARRAE; SRESMNFIEHMERINENSHRNENL; 252
HFCHERE SIRMEIZHTIEATT .

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No /
Probably no
Probably yes
Yes

Varies

O o o o o o

Uncertain




12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No /
Probably no
Probably yes
Yes

Varies

O o o o o o

Uncertain




SUMMARY OF JUDGEMENTS

CRITERIA DECISION
PROBLEM No Probably no Probably Yes Yes Varies Don’ t know
BENEFITS Trivial Small Moderate Large Varies Don’ t know
HARMS Large Moderate Small Trivial Varies Don’ t know
QUALITY OF .
Very low Low Moderate High No included studies
EVIDENCE
) o Probably Important Probably no Important No Important uncertainty )
VALUES Important uncertainty or variability ] o ; o Varies
uncertainty or variability uncertainty or variability or variability

BALANCE OF Favours the | Probably favours |Does not favour either the intervention or the|Probably favours

. . . Favours the intervention Varies Don’ t know
EFFECTS comparison the comparison comparison the intervention
RESOURCES
i Large costs Moderate costs Negligible costs or savings Large savings Moderate savings Varies Don’ t know

CERTAINTY OF

EVIDENCE OF .
Very low Low Moderate High No included studies

REQUIRED

RESOURCES

COST- Favours the | Probably favours |Does not favour either the intervention or the|Probably favours

. . . Favours the intervention Varies Don’ t know
EFFECTIVENESS comparison the comparison comparison the intervention
i Probably ]
10. EQUITY Reduced Probably Reduced Probably no impact Increased Varies Don’ t know
Increased

11. ACCEPTABILITY No Probably no Probably Yes Yes Varies Don’ t know
12. FEASIBILITY No Probably no Probably Yes Yes Varies Don’ t know




TYPE OF RECOMMENDATION

Strong
recommendation
against the

intervention

Conditional
recommendation
against the

intervention

Conditional
recommendation
for either the
intervention or the

comparison

o

Conditional
recommendation

for the intervention

Strong
recommendation

for the intervention

CONCLUSIONS

Reason for recommendation

After experts discussion, the cause of infusion-related reactions is not clear, so this recommendation is deleted, and the evidence of this

recommendation is displayed in the recommendation description of recommendation 15 for reference.




Recommendation 18: RTX treatment of children with SSNS does not increase the total medical

expenditure. (1D)

What is the cost-effectiveness of RTX treatment in children aged 1-18 years with SSNS?

STUDY TYPE Cohort study and self-control study

POPULATION SSNS

INTERVENTION RTX

COMPARISON CNI

MAIN OUTCOMES Number of relapses

PERSPECTIVE Clinicians, social workers and parents of children with FRNS/SDNS

SETTING Hospital

CONFLICT OF INTERESTS [R\[¢]

ASSESSMENT

1. PROBLEM: Is the problem a priority?

Detailed judgments: The more serious or urgent a problem is, the more likely it is that an option that addresses the problem will be a priority.

MZERTUSTIMASRIREEMEHA? RIEENTEENASMEEHEEREE M. MERMEASMREERS, HkibEX

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No / Vote Results : 2/14 chose “ Probably
Probably no Yes”, 12/14 chose “Yes” .

Probably yes
Yes

Varies

OO go oo

Uncertain

2. Desirable effects: How substantial are the desirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the




likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

RTX 294817 SSNS LR Increased RETFZAER FaJ Reduced ERREMHIEHHINESR? RIEEFEEN (ZEMRE) RAEAR/N GRENATREEMMMIMEREERRE) YTFmE
TERE e e T

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Trivial / Vote Results 4/14 chose
o Small “Moderate”, 9/14 chose “Large”,
o Moderate 1/14 chose “Don’ t know" .

M Large

o Varies

o Uncertain

3. Undesirable effects: How substantial are the undesirable anticipated effects?

Detailed judgments: How large are the desirable effects of the intervention taking into account the importance of the outcomes (how much they are valued), and the size of the effect (the
likelihood of experiencing a benefit or how much of an improvement individuals would be likely to experience)?

RTX 294817 SSNS LR Increased RETFZAER FaJ Reduced ERRHHNARHINESX? RIEEFEEN (ZEMRE) FIRAEAN/N GRENATREEMEMMIMEREERRE) YTFE
FEAYS RENE THI M

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Large / Vote  Results : 1/14  chose
u] Moderate “Moderate”, 7/14 chose “Small”,
M Small 5/14 chose “ Trivial " , 1/14 chose
u] Trivial “Varies” .

o Varies

u] Uncertain

4. Certainty of the evidence: What is the overall certainty of the evidence of effects?

Detailed judgments: How good an indication does the research provide of the likely effects across all of the critical outcomes; i.e. the likelihood that the effects will be different enough

from what the research found that it might affect a decision about the intervention?
RTX 294817 SSNS ZBJLER Increased RETF 9185 FAJ Reduced ERREBmHINFARMINBRIEHENSARE? EFTRYEEXRERETETIN, TR ERSNTIURR =%

=210

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

M  Very low / Vote Results :  8/14 chose “ Very
u] Low low”, 5/14 chose “Low”, 1/14 chose
o Moderate "Moderate” .

o High




u] No included studies

5. Values: Is there important uncertainty about or variability in how much people value the main outcomes?

Detailed judgments: How much do individuals value each of the main outcomes? Is uncertainty about how much they value each of the outcomes or variability in how much different

individual value the outcomes large enough that it could lead to different decisions?
Xf RTX 25577 SSNS LR Increased BETH ISR FE Reduced ERRHNENREE, RER MR MEAEREMAIZRCIE? MEXT RTX Z5#ia77 SSNS BJLER Increased RETFF
XRYER FE Reduced ERRXFNEMEET S K? FHEMTIEEESSHARNRR? FREEAIEN DAEFEREE, TUMAIES DAEEENREENER.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Important uncertainty or variability / Vote Results: 2/14 chose “Important
M  Probably important uncertainty or uncertainty or variability”, 8/14 chose
variability “Probably Important uncertainty or
o Probably no important uncertainty or variability”, 2/14 chose “Probably no
variability Important uncertainty or variability”,
o Noimportant uncertainty or variability 2/14 chose “No Important uncertainty

or variability” .

6. Balance of effects: Does the balance between desirable and undesirable effects favour the intervention or

the comparison?

Detailed judgments: What is the balance between the desirable and undesirable effects, taking into account how much individuals value the main outcome, how substantial the desirable
and undesirable effects are, the certainty of those estimates, discount rates, risk aversion and risk seeking?

& RTX 2590877 SSNS BJLIER Increased REFFFAYER FAIEREAREFEEEMET RTX AIXEXIEBAE CNI, MESFAEREFIEE: M DREFNSEOREE,; fZK? | B2X? ; &
IHERREHRYE, FUEZX? | RRSK? ;| FRellEXERA?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Favours the comparison / Vote Results: 13/14 chose “Favours
o Probably favours the comparison the intervention ” , 1/14 chose
o Does not favour either the intervention “Don’ tknow" .

or the comparison
o Probably favours the intervention
Favours the intervention

Varies

oo g

Uncertain

7. Resources required: How large are the resource requirements (costs)?

Detailed judgments: How large is the cost of the difference in resource use between the intervention and comparision?




RTX 254577 SSNS BT Increased REFFFZAIER FaJ Reduced SRIREBEASIHBELZA? RTX FIXSHRAE CNI AT AERBEZK?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Large costs / Vote Results: 1/14 chose "Moderate
o Moderate costs costs”, 8/14 chose “Negligible costs
M  Negligible costs or savings or savings”, 5/14 chose “Moderate
o Moderate savings savings” .

o Llarge savings

o Varies

o Uncertain

8. Certainty of evidence of required resources: What is the certainty of the evidence of resource

requirements (costs)?
Detailed judgments: How certain is the evidence of a difference for each type of resource use (eg. drugs, hospitalizations) and the cost of resources?

BRASSZHAGUESRREANA? XJ RTX 2945577 SSNS BJLER Increased SETHZAIER FHPHRERREMASIH (BIEAY. EREFEM) BXIEEITHREL.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Verylow / Vote Results: 2/14 chose “Very low”,
M Low 9/14 chose “ Low ” , 2/14 chose
u] Moderate “Moderate”, 1/14 chose “High” .

o High

o No included studies

9. Cost-effectiveness: Does the cost-effectiveness of the intervention favour the intervention or the

comparison?

Detailed judgments: Is the intervention cost-effective, taking into account uncertainty about or variability in the costs, uncertainty about or variability in the net benefit, sensitivity

analyses, and the reliability and applicability of the economic evaluation?

9. P45z :
Detailed judgments: 3 RTX 4745 SSNS B LZEF Increased SR FT A0S FET RS A R B TR ASES T BT RTX AEERIEEE CNI. AT EMFTIARARES . XA
BRI XOERIER RS BB ST a SRS

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS




o Favours the comparison / Vote Results: 2/14 chose “Does not
o Probably favours the comparison favour either the intervention or the
o Does not favour either the intervention comparison”, 6/14 chose “Probably
or the comparison favours the intervention " , 6/14
M  Probably favours the intervention chose “Favours the intervention” .

M  Favours the intervention

o Varies

o Noincluded studies

10. EQUITY: What would be the impact on health equity?

Detailed judgments: Are there plausible reasons for anticipating differences in the relative effectiveness of the intervention for disadvantaged subgroups or different baseline conditions

across disadvantaged subgroups that affect the absolute effectiveness of the intervention or the importance of the problem?
S BAELFHAIFN? RTX 2545877 SSNS B LAENEING BT A BN FR RS RREAVEX BRI B AR ERIEHE, MLEEESENERE? 58 AN RES KL TTRRIEYS
BHESARRRRNEREY, WHERESENMRRE?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

o Reduced / Vote Results: 5/14 chose “Probably
M  Probably Reduced Reduced”, 1/14 chose “Probably no
o Probably no impact impact * , 2/14 chose " Probably
O Probably increased increased”, 3/14 chose “Increased”,
o Increased 3/14 chose “Varies” .

o Varies EEEFE R T5AEHAK Probably F=4RY
o Uncertain [BIRR

11. ACCEPTABILITY: Is the intervention acceptable to key stakeholders?

Detailed judgments: Are key stakeholders likely not to accept the distribution of the benefits, harms and costs; or the costs or undesirable effects in the short term for desirable effects

(benefits) in the future? Are they likely to disagree with the values attached to the desirable or undesirable effects, or not to accept the diagnostic intervention because of ethical concerns?
BILRHERKEEES RTX 294ia77 SSNS BJLAER Increased RETFHXAYER N Reduced ERRE, BILIRERKEBSEZI T RAVRE. (HERXE, SUEiRETRIVEHNNTRK
B; RESFEANEENNERNSRRNER; 2aatTHeEE BEEIZSITaTT.

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

No / Vote Results: 4/14 chose "Probably
Probably no Yes”, 10/14 chose “Yes” .

Probably yes
Yes

Varies

OO @go oo

Uncertain




12. FEASABILITY: Is the option feasible to implement?

Detailed judgments: Is it feasible to sustain use of the intervention and to address potential barriers to using it?

JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

/ Vote Results: 2/14 chose “Probably
Yes”, 12/14 chose “Yes” .

No
Probably no
Probably yes
Yes

Varies

OO go oo

Uncertain




SUMMARY OF JUDGEMENTS

CRITERIA DECISION
PROB No Probably no Probably Yes Varies Don' t know
B Trivial Small Moderate Varies Don’ t know
AR Large Moderate Trivial Varies Don’ t know
QUA O
4 Low Moderate High No included studies
)
) o Probably no Important No Important uncertainty or|
: Important uncertainty or variability ) o o Varies
uncertainty or variability variability
BALA o Favours the Probably favours |Does not favour either the intervention or the[Probably favours
6 ) ) ) ) ) Varies Don' t know
comparison the comparison comparison the intervention
O
Large costs Moderate costs Large savings Moderate savings Varies Don' t know
Q D
A O
) O
8 Very low Moderate High No included studies
REQ RED
O
] ] ] Probably
O Favours the Probably favours |Does not favour either the intervention or the
: ) ) ) favours the Favours the intervention Varies Don' t know
comparison the comparison comparison
intervention
) Probably )
0. EQ Reduced Probably no impact Increased Varies Don’ t know
Increased
i PTAB No Probably no Probably Yes Varies Don' t know
ASIB No Probably no Probably Yes Varies Don' t know




TYPE OF RECOMMENDATION

Strong Conditional Conditional Conditional

recommendation | recommendation | recommendation | recommendation

against the against the for either the |for the intervention
intervention intervention intervention or the
comparison
(@) (@) (@) (@) (@)
CONCLUSIONS

Reason for recommendation

Medical expenditure is an important factor to consider.

Recommendation(text)

RTX treatment of children with SSNS does not increase the total medical expenditure. (1D)

Implementation considerations

1. The two studies are not conducted in China (one is from the United States, only cost analysis and effect analysis; another one is from Japan,
including cost analysis, effect analysis and cost-effectiveness analysis). Although it can be switched to US dollars for discussion, there may be
national differences;

2. The included references are few and the quality of evidence is very low;

3. The possibility of entering medical insurance in the future needs to be considered;



4. 1t is necessary to take other expenses besides the cost of drugs into consideration, such as hospital expenses.

Research priorities

Cost-effectiveness analysis



