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Analysis Reference Random-effects model Fixed-effects model Heterogeneity

WMD (95%Cl) B WMD (95%Cl) P [F Ph
Overall 5 30-33 11.52(-3.26-2631) 0127 14.63(13.65-15.62) 0.000 99.40% 0.000
Degree of myopia
—1.00 to—4.00DS i 30 481(347-6.15) 0000 481(347-6.15) 0.000 - -
—1.00 to—6.00DS 3 3133 15.64(-2.91-34.18) 0098 26.76(25.29-28.23) 0000 | 9ns0% 0.000
0.00 to—6.00DS 1 32 5.59(-4.22-15.40) 0264 5.59(-4.22-15.40) 0264 - -
Treatment
Atropine 2 3233 9.5 (5.63-13.67) 0000 9.55(5.63-13.67) 0.000 0.00% 0389
Atropine+ Orthokeratology 3 30,3133 13.75(-6.73-34.23) 0188 14.98(13.96-16.00) 0.000 99.7% 0.000
Follow-up (months)
<3 3 3233 7.44(3.42-11.46) 0000 7.71(4.62-10.80) 0.000 328% 0.000
212 2 3031 18.2(-8.05-44.45) 0174 15.42(14.38-16.46) 0.000 99.8% 0.000
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Wang Y | 22 Chima 2ns 219.98 (3826) 23053455 oor% 3 Heidelberg Spectrais | atropine. singl-vision lenses.

Zhao,W | 221 China 237 235661 (4655) 25805(5234) oor% 1 Heidelberg Spectrais | atropine. singl-vision lenses.
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Parameter Final model Bootstrap Bias (%)

Estimate RSE% [%shrinkage] Median 95%Cl

‘ CL/F (L) 406 4 403 3.58-4.39 084
‘ VIF (L) 155 |26 160 60-246 300
"m I s iz 0.98-1.43 042
‘ n 162 s 159 1.09-207 156
\sz ) 0.485 fixed 0485 - -

w (%) 25.94 [ 207 2490 14.58-33.97 -4.04
‘ o (ng/mL) 341 1413 336 283-3.88 -134

Bias (%) = (Median - Estimate)/Estimate x 100%.
Abbreviations: CL/F, apparent clearance; V/F, apparent distribution volume; wg, inter-individual variability in CL o, residual variability; RSES, relative standard error; 95% CI, 95% confidence
——
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Abbreviations: MPE, mean prediction error; MAPE, mean absolute prediction error; RMSE, root mean square error.
"PE% between + 20% and + 30% based on population prediction.
bPE% between + 20% and + 30% based on individual prediction.
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Body weight (kg) Dose (mg/kg/d) % Caears

<5 ng/mL 5-15 ng/mL >15 ng/mL

Interval: 12 h

<10 005 1376 7627 997
10-20 0.06 1264 7726 1010
20-30 007 [ 1087 [ 7733 [ 11.80
30-40 007 1372 7834 794
40-50 0.08 1033 78.80 10.87
7250 0.08 | 13.65 7861 o

Interval: 24 h

<10 0.06 18.39 7283 878

10-20 007 1490 75.05 10.04
20-30 007 1274 7538 1188
30-40 | 0.08 1455 7632 9.14
40-50 0.08 1442 78.18 740

250 009 1373 7724 9.03
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Characteristi Median

\ Demographic
Sex, male/female 24/25

[ Agey 35 (0.08-12)
WT, kg 16 (3.3-65)
Laboratory parameter
RBC (10%/1) 464 (273-5.9)

WBC (10"/L)

8 (4.33-17.14)

HGB (g/L) 122 (77-172)
MCH (pg) 26.7 (19.4-30.6)
MCHC (g/L) 330 (213-361)
HCT (%) 368 (24.2-49.4)
ALB (g/L) 44.8 (37.2-52.2)
ALT (U/L) 12 (5-34)

AST (U/L) 27 (17-52)

HDL (mmol/L)

138 (0.6-2.15)

TBIL (umol/L) 5.5 (1.6-16)
DBIL (umol/L) 1.97 (0-7.3)
Genotype
cvpam
154646437 (%) GG/GA/AA 34/12/3
152242480 (%) CC/CT/TT 28/15/6
‘ CYP3AS
15776746 (%) TT/CT/CC 5/22122

Abbreviations: BW, total body weight; RBC, red blood cell count; WBC, white blood cell count; HGB, hemoglobin; MCH, mean corpuscular hemoglobin; MCHC, mean corpuscular hemoglobin
concentration; HCT, hematocrit; ALB, albumin; ALT, alanine aminotransferase; AST, aspartate amino transferase; HDL, high-density lipoprotein cholesterol; TBIL, total bilirubin; DBIL, direct
bt
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/*************************************************************
 *
 *  MathJax.js
 *  
 *  The main code for the MathJax math-typesetting library.  See 
 *  http://www.mathjax.org/ for details.
 *  
 *  ---------------------------------------------------------------------
 *  
 *  Copyright (c) 2009-2012 Design Science, Inc.
 * 
 *  Licensed under the Apache License, Version 2.0 (the "License");
 *  you may not use this file except in compliance with the License.
 *  You may obtain a copy of the License at
 * 
 *      http://www.apache.org/licenses/LICENSE-2.0
 * 
 *  Unless required by applicable law or agreed to in writing, software
 *  distributed under the License is distributed on an "AS IS" BASIS,
 *  WITHOUT WARRANTIES OR CONDITIONS OF ANY KIND, either express or implied.
 *  See the License for the specific language governing permissions and
 *  limitations under the License.
 */

if (!window.MathJax) {window.MathJax = {}}

MathJax.isPacked = true;
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Birthweight, g 11561 + 542 10687 + 49.0 11413 £ 634 11929 + 860 0594
‘ Gestational age, week 30.1 (290, 313) 294 (28.1, 30.6) 294 (279, 304) 299 (267, 31.3) 0585
" Small for gestation, n (%) 162) 3(97) 3097 5(161) 0443
‘ Male, n (%) 13 (41.9) 20 (6455) 13 (41.9) 15 (48.4) 0325
1 min Apgar score <7, n (%) 22(710) 25 (80.6) 26 (83.9) 29 (935) 0137
5-min Apgar score <7, n (%) 14 (452) 18 (58.1) 24 (77.4) 27 (87.1) * 0002
‘7 SN n (%) 2(6.5) 8(25.8) 5(16.1) 3(9.7) 0.141
‘ ‘Tracheal intubation in delivery room, n (%) 9(290) 7(226) 13 (41.9) 11355) 0399

*» < 0.01 VS QI
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ADH Antidiuretic hormone

AT Arousal Threshold

BC Bladder capacity

BI Behavioral intervention

BL13 Feishu

BL18 Ganshu

BL20 Pi Shu

BL23 Shen Shu

BL28 Pang Guang Shu

BL30 Shang Liao

BL32 Ci Liao

BL33 Zhong Liao

BL34 Xia Liao

BVI Bladder volume index

CAM Complementary and alternative medicine
CR Complete remission

Cv4 Guanyuan

Cve Qihai

cvs Shenque

DDAVP Desmopressin acetate
EX-HN1 Sishencong

EX-B2 Jiaji

EX-UES Wailaogon

FBC Functional Bladder capacity
FDA Food and Drug Administration
GB34 Yanlingquan

GV1 Chang Qiang

GV3 Yaoyangguan

GV4 Mingmen

GV14 Da zhui

GV20 Bai Hui

LI11 Qu Chi

NE Nocturnal enuresis

PC8 Lao Gong

PR partial response

RCTs Randomized controlled trials
SP6 San Yin Jiao

SR Significantly effective rate
ST25 Tianshu

ST36 Zu San Li

TBI Tuina plus Behavioral Intervention
TCMGQS Traditional Chinese medicine grading quantitative scoring
D Tuina plus Desmopressin Acetate; TE4 Yang Chi
TES Waiguan

TER total effective rate

™N Tuina

UF Urinary frequency
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GA (n = 124) NA (n = 905) Chi-square value

Maternal and perinatal variables

Maternal age, yr 2 (29-36) 1(29-35) 1305 0192
BMI at delivery, kg/m? 298+05 I mszon 009 0024
Primiparity, n (%) 80 (64.5) 56 (622) 0247 0619
Primary CS, n (%) 79 (63.7) 591 (65) 0122 0727
Multiple gestation, n (%) 24 (194) 24 (58) 13179 <0001
Assisted Reproductive Technology, n (%) 1(105) 168 (18.5) 4799 0028
Emergency CS, n (%) 98 (79.0) | 577 @8) i 0.001
Hypertensive disease of pregnancy’, n (%) 71(572) 352 (38.9) 15190 <0001
Diabetes", n (%) 27 218) 169 (18.5) 0410 0410
Glucocorticoids use before delivery, n (%) 86 (69.3) 761 41) 16261 <0001
Magnesium sulfate use before delivery, n (%) 63 (508) |5 529 0123 0725

Neonatal variables

Birthweight, g 11398 322 12121 % 111 2235% 0026
Gestational age, week 297 (281-30.8) 29.7 (28.4-31.1) 1113 0266
Small for gestation, n (%) 12 (96) 92 (10.1) 0029 0851
Male, n (%) 62 (50.0) 501 (55 1323 025

# Z value, & t value.
‘Hypertensive disease of pregnancy: including Chronic hypertension, Gestational hypertension, Preeclampsia/eclampsia, Superimposed.
*Diabetes: including Prepregnancy diabetes, Gestational diabetes, impaired glucose tolerance. GA: general anesthesia, NA: neuraxial anesthesia, BMI: body mass index, CS: cesarean section.
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GA (n = 124) NA (n

SNAP-II 20 (14-53) 17 (9-53) 1307 0.140
VLOW Apgar score at 1 min (<7), n (%) | 102 (82.2) ‘7404 (44.6) | 61.941 I <0.001
Low Apgar score at 5 min (<7), n (%) 8(66.9) 290 (320) 57.452 <0001
Tracheal intubation in delivery room, n (%) 40 (32.2) |10 (122) 35395 <0.001
Death within 7 days, n (%) 7(56) 59 (65) 0139 0699
Death, n (%) 15 (121) 118 (130) 0,086 0753
SNI n (%) 18 (14.5) 45 (5.0) 17.282 | <00
Moderate or severe BPD, n (%) 12(97) 758.) 0272 0615
NEC > stage 2, n (%) (24 2427 0023 Losn
Grade 23 ROP, n (%) 2(16) 12(13) 0,067 0796
# Z value.

GA: general anesthesia; NA: neuraxial anesthesia; SNAP-II: score for neonatal acute physiology II; SNI: severe neurological injury; BPD: bronchopulmonary dysplasia; NEC: necrotizing
enterocolitis; RO)
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OR adj (95% CI) p-Value

SNAP-II* 0,033 (-2.279-7.255) * 0.306
1-min Apgar score <7, n (%) 6.321 (3.729-10.714) | <0.001
5-min Apgar score <7, n (%) s (2975-6913) | <oom
Tracheal intubation in delivery room, n (%) 3133 (1939-5.061) | «0om
Death within 7 days, n (%) 0.767 (0.330-1785) 0.538
Death, n (%) 0.821 (0.446-1.514) 0529
SNI n (%) 3.019 (1615-5.643) " oom
Moderate or severe BPD, n (%) 1049 (0.527-2.085) 0.892
NEC > stage 2, n (%) 1122 (0.317-3.964) 0.859
Grade >3 ROP, n (%) 0.986 (0.205-4.750) 0.986

“The linear regression of the continuous variable is f.
SNAP-II: score for neonatal acute physiology IT; SNT: severe neurological injury; BPD: bronchopulmonary dysplasia; NEC: necrotizing enterocolitis; ROP: retinopathy of prematurity. Adjusted
for maternal BMI, multiple gestation, assisted reproductive technology, emergency cesarean, hypertensive disease of pregnancy, glucocorticoids use before delivery and neonatal birthweight.
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Variables 95% Cl Cut-off value Sensitivity Specificity

CGRP ‘ 0779 ‘ 0.673-0.885 <67.54 ng/L. 75.7% 75.7% 0.008

NO 0638 ‘ 0511-0.765 223.80 pmol/L 83.8% 43.2% 0.037

Combined Prediction 0814 0714-0.914 20484 86.5% 70.1% -

ROC, receiver operating characteristic; AUC, the area under the ROC, curve; Cl, confidence intervals CGRP, calcitonin gene-related peptide; NO, nitric oxide. The P-value indicates comparisons
g T T
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Variables

Age 0.089

Male ~0036

BMI 0082
Copeptide 0.001
care ~0057

NO 0026

Constant 4048

0.148

0757

0081

0343

0018

0013

2360

\
|
\
l
\
\
|

0362

0.002

1.027

0.000

10512

4.193

2941

1.093

0965

0921

1.001

0944

1.027

57.297

95% ClI

0.818-1.460

0219-4.251

0.787-1.079

0511-1.961

0.912-0.978

1.001-1.053

SE, standard error; OR, odd ratio; C, confidence interval; BMI, body mass index; CGRP, calcitonin gene-related peptide; NO, nitric oxide.

0547

0.962

0311

0997

0.001

0.041

0.086
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SVPAS: tib adiied Yils Droosiecatns untety Soils.

Gender (M/F) 719
Age (years) 4811
Weight (kg) 179 £35 168 + 16
BMI (kg/m?) 150 £ 1.6 14611
| Heart rste (bprm) 1021 +83 1034 £ 115
| SpO; (%) 100 (1) 100 (1)
mYPAS* 433 (317) 417 (23.3)
Operation duration (min) 155 (75) 140 (40)
Anesthesia duration (min) 348 +103 35695
Type of surgery
Tonsillectomy and/or adenoidectomy 14 9
Circumcision 2 4
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Characteristic Responders (n = 37) Non-responders (n alue
Male (n, %) 30 (81.1) 30 (81.1) 1.000°
Age (years) 130 (20) 130 (2.0) 0493
Height (m) 1.71 (0.15) 1.71 (0.13) 0.669"
Weight (kg) 8136 + 19.93 88.57 £ 17.73 0.104°
BMI (kg/m?) 2827 + 450 3064 £ 495 0035¢
SBP (mmHg) 140.0 (13.0) 1440 (17.5) 0128
DBP (mmHg) 800 (10.5) 82,0 (14.0) 0244
Family history (n, %) 21 (56.8) 26 (703) 0227
Stage 2 (n, %) 32 (86.5) 34(919) 0.708*
Dosage (mg/kg) 0.06 (0.03) 0,07 (0.03) 0.144°
Total cholesterol (mmol/L) 390 + 067 392 + 091 0953
Triglyceride (mmol/L) 1.14 (091) 124 (0.80) 0837
HDL-C (mmol/L) 108 £ 0.18 1.05 £ 019 0502¢
LDL-C (mmol/L) 262 +059 2,65 + 0.96 0876°
FBG (mmol/L) 466 (0.51) 454 (0.80) 0991°
ALT (U/L) 19.80 (9.45) 23.40 (15.70) 0254
AST (U/L) 1830 (8.00) 18.80 (7.50) 0224
Fasting insulin (ulU/mL) 1950 (11.45) 22,90 (21.70) 0.056"
Fasting C-peptide (ng/mL) 279 (1.24) 342 (153) 0.042°
CGRP (ng/L) 56.67 + 1755 80.19 £ 2571 <0.001¢
NO (umol/L) 42.72 (33.40) 3391 (33.74) 0.041°
Serum calcium (mmol/L) 2.44 (0.08) 241 (0.12) 0.176"
Urine calcium (mmol/L) 140 (161) 158 (1.78) 0372°
Serum creatinine (pmol/L) 5520 + 12.55 52.06 + 14.01 0313
Serum uric acid (mmol/L) 448.65 + 10286 485.08 + 102.61 0.132°
eGFR (ml/min/1.73 m?) 110.15 £ 18.16 115.28 + 18.88 0.237°

BMI, body mass index; SBP, systolic blood pressure; DBP, diastolic blood pressure; HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; FBG, fasting blood
glucose; ALT, alanine aminotransferase; AST, aspartate aminotransferase; CGRP, calcitonin gene-related peptide; NO, niric oxide; eGFR, estimated glomerular filtration rate. The continuous
variables were presented as mean + standard deviation or median (interquartile range).

‘chi-square test.
"Mann-Whitney U test.
bt o s
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Gestational Birth Age at inclusion (days) Serum bilirubin Intervention Dose and course  Outcome
age (weeks)  weight (kg) at inclusion of yinzhihu-ang  measures

(umol/L) injection

Go@my | - = - - ax1s wrs22 | us 0w | — = KT+ DY wr 5-10 mi, once a day, ®
8 % 37 days
Dol | — = = - i - 2w | - — | Phototherapy + | Photothe: | 1 mLkg once a day, 6 °
n 7 oY1 py
Douandzhu | sz P2: | 300: | 0w B = 3w | mm: | mm: | RTeDM RT 5 mL once a day, 7d o0
ans) a9 e om0 0w w o w | us | nw
Fngeal | ¥z ¥l 28542 | 28405 | 228y, sy | 2 20| ae: | 2s3: | RT4IDM R | smbonceaduy, 574 )
o0s) wemge82d | avegersd | 2 18 | s2 552
Guetdl Qo) | S0+ Wsis | 301s | 298+ | AS0.210 | 45020 | 45 48 | 2930 | 2090 KT+ IDVI wr 1oL 7-104 ®
s | os | 0@ sn | e
Humgetal | 385335 Y542 290% | 302026 1-28days, Ly, |19 08 wom: | s | RT4DM BT | 12 mkg oncea day 5d °
o07) 03 wemge7ld | avemerid | 16 7 | B0 | 8%
Keetal (009 | 759+ 78S+ 295066 292068 3I8£19 | 3819 | W 36 | 208+ 2sess  RT+IDVI R inlgoceady3sd QOO
w0 o 2 w0 mn | se
LindChen | — - - - - - w0 | 2a5: | 2828: | Phowtherapy s | Photothe- s10mL74 0000
a0ns) w2 | mxs | s Vi ropy
Ladci | — - = - 536+ 187 saze2 | 6 sy | wdss | wons | RTeIDV R lnigocadysd 00O
o) » @ | 4 s
1 (ot - — | aasx | ;s | as2se | 432 | M 3 | B20232 906247 RT4IDVI R l2nigoneadysd QOO
o | 0w nos
LQwe | w2 wa: | amr | s - - 8w | s 2ssis | RT4IDM R | l0mLonceaday 104 °
i e | am | i@ EY
L Gote) - - - = susise | s oay | — - KT+ DOV R lnlgocadinsd 0@O®
B ¥
1 Qotg) - = = = - = 4 48 | 220 272+ | Phowohenpy+ | Photohe | I-2nligoneady3d OO0
w2 | 395 oY1 py
Lin (2016) - - - - 25211 w12 | 2 | ws:2l 212 RT4DV wr Inikg 54 )
E
WanQow) | 78238 5237 296+ | 2020% | lshodays, | Ish-mdws | 3 2 | 203+ | MeRs | RT4IDV &t 4L oncea day, 54 )
0269 | 025 | wengessd | memges2d | 315 6| e
Wang(2009) | 718+ 6+ | 301% | 295+ | AIS£189 | 3205190 20 2/ | 252 264182 | RT+IDVI R | semLenligoes ©OO®
s a2 es | oe 8 v we | oso day7-10d
W) | — - - - - - s sy | - - RT DY wr 5410 mi, once a day, ®
P 37 days
Woand Xang | — - = - - . sy a | 27a8: | 2827: | Phowtherapy + | Photothe- S10m7d o000
o) ¥ 4| ws |y oY1 ey
Xuadln | 336 MS0: | stz | B: | 22y P R . - RT 1DV wr 12 mikg once s o
9) a2 3% o3| 035 | wengeo2d | memges9d | 4 2 day,3-5d
Zhan and - . - - - - w0 | wws | wsme | RTeM R lngoncadnsd 00O
Zhang Go11) w4y | s
Zungand | — - = - - = W aw| wass | e | RTeDW RT | 2 mikg oncea day, 57 d )
Feng (2008) 6 v | e %

Note: : Treatment group, C:Control group, KT: routine trcatment, IDYE: itravemous dri of Vinzhihuan injecton, : no reported.
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Hb TBIL G UACR urine RBC G3 C4 | CH50 | Coombs' | Factor H Factor | factor H C3 nephritic

L) | (umol/L) | (umol/ (mg/qg) protein (U/ml) test (ng/ml) (ng/ml) antibody factors (ng/ml)
(mg/dI)* (ng/ml)
Day -5 46 9% 301 96.6 500 70-80 | 075 017 / Negative 207 11
Day -4 38 49 281 856 28,075.75 150 50-60 / / / 222 !
Day 3 38 73 18.1 % 22272.64 150 15-20 / / ! 317.06 13685 143113 21938 244 /
Day 2 40 60 27.1 787 37,858.25 500 40-50 | 041 | 009 29 ! / / / / /
Day -1 38 135 / / ! 500 5560 | 05 | 011 ! / / / / /
Day0 12 66 48 716 1133013 500 Ful | 037 | 002 9 ! / / 1674 | 1,425
Wk1 35 7 154 57 38,191.73 150 12-15 / / [ ! / / 1257 /
MO-Wk4 249 115 39 2 7,425.04 500 4550 | 157 | 037 [ ! / / 186 | 450
M1-Wk7 240 108 28 24 25094 75 46 | 156 | 037 [} Normal 992.75 25362 21 328
MIWKIO | 306 126 161 251 1,026.53 25 810 | 102 | 027 ! ! / / / !
M2Wki3 | 357 134 154 272 1,05921 25 1520 | 118 | 026 ! / / / / /
M3Wki6 | 322 131 52 336 30222 25 1-2 119 | 028 ! / / / / /
Ma-Wk9 | 302 134 65 212 873.71 25 2-3 102 | 022 / Normal 61258 11406 / !
Month 5 349 135 76 448 161.67 Negative 2-3 113 | 023 [ / / / / I
Month 6 335 139 31 27 1243 Negative 23 113 | 029 ! ! / / / /
Month 7 252 139 127 28 4817 Negative | None | 096 | 02 ! ! 1 / / !
Month8.5 | 344 129 94 268 4132 Negative | Nome | 098 | 0.5 / / / / / 1
Month10 363 137 44 33 8543 Negative | None | 11 | 022 | <10 ! / / / /
Month12, 272 138 2 4 3991 Negative | Nome | 115 | 023 | <10 ’ / / / /

SReiting lfFabsE.
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Patient details

Chief complaint

14-month-girl
9 kg in weight

77 cm in height

23 times/min in breathing,

106 times/min in pulse,

body temperature 36.2°C

blood pressure 117/85 mmHg

Recurrent vomiting and diarrhea for 3 days

Diagnosis

TMA-aHUS

Results

Hb 82 g/L, PLT 38 x 10%/L, Ret 2.44%, Cr
90 pmol/L.

ADAMTSI3 activity 78.52%, ADAMTS13 antibody
negative
negative tests for stool analysis

C30.75g/L, C4 0.17 g/L,

factor H 317.06 ng/ml, factor I 136.85 ng/ml
increased C3 nephritic factors and anti-factor H
antibody

Medication
Safety
Adverse drug reactions

Infection | (1) Completed vaccination according
to the national immunization
program

(2) No antibiotic prophylaxis was
given during the treatment period.
Infusion No pre-treatment with

reaction | antihistamines or acetaminophen or
nonsteroidal antiinflammatory drug
was given before each dose, and the
patient did not experience infusion
reactions.

Thyroid | The abnormal thyroid function on
disorders | Day 2 could be related to the use of
glucocorticoids or Eculizumab, as
adverse drug reactions cannot be
ruled out. Thyroid dysfunction
improved with symptomatic
treatment

Individualized dosing
regimen

MMF 125 mg orally every 12 h
(approximately548 mg/m? per day) was added on
day 10 based on high anti-factor H antibody
1,431.13 ng/ml, PLT (11 x 10°/L), and UACR
(38,906.68 mg/g).

Attempted dose reduction
and discontinuation of
eculizumab

‘The dosing interval was extended from every
3 weeks to once a month based on recover for anti-
human complement factor H antibody and C3
nephritic factors.

Discontinuation of eculizumab in aHUS patients is
considered a justifiable and safe approach based on
stable Cr, anti-factor H antibodies and absence of
rare variants in complement genes.
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Total Percentage
Frequency

Saposhnikoviae Radix (FangFeng)
Puerariae Lobatae Radix (GeGen)

Ramulus Uncariae Cum Uncis (GouTeng)
Acori Tatarinowii Rhizoma (ShiChangPu)
Citri Reticulatae Pericarpium (ChenPi)
Scorpio (QuanXie)

Euricauli Flos (GuJingCao)

Chuanxiong Rhizoma (ChuanXiong)
Poriae (Fuling)

Pinelliae Rhizoma (BanXia)

Gastrodiae Rhizoma (TianMa)

Lycopodii Herba (SheninCao)

Paconiae Radix Alba (BaiShao)

Pheretima (DiLong)

Bombyx Batryticatus (JiangCan)
Pseudostellariae Radix (TaiZiShen)

Zaocys (WuShaoShe)

Atractylodis Macrocephalae Rhizoma (BaiZhu)
Chaenomelis Fructus (MuGua)
Notopterygii Rhizoma et Radix (QiangHuo)

Dioscoreae Rhizoma (ShanYao)
Cinnamomi Ramulus (GuiZhi)

Bupleuri Radix (ChaiHu)

Bambusae Caulis in Tacnias (ZhuRu)
Moutan Cortex (MuDanPi)

Angelicae Sinensis Radix (Danggui)
Prunellae Spica (XiaKuCao)

Rehmanniae Radix Preparata (ShuDiHuang)
Gardeniae Fructus (ZhiZi)

Platycodi Radix (JieGeng)
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rate: TCMGQS: Traditional Chinese medicine grading quantitative scoring, BVI: Bladder volume index. ADH: antidiuretic hormone.
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Basic Patient month- uld( om on March 4%, 2022)

Information s C hinease girl , 9 kg in weight

chief complaint recurrent vomiting and diarrhea for 3 days

Day-8 i

Day -7 Outpatient iting i i
3-06-03 CRP < 1 mg/L WBC 9.03X 10°%L, Hb 119 g/L, PLT 113X 10°L

Day-6 inpatient vital signs can appear stable ©

Day3 | TMA || clinical manifestations | *| > Coombstest— negative
» antinuclear annbody e
> Hb 82 g/L (<100 g/L) |
hemolytic anemia 1 S
et | >er 3s><m /L (150X 109L) |
abuormal kidney function

»R 244 Cr90 pmol/L 1
ocytes

o ADAMTSI3 activity 78.52%, >10%
ADAMTS13 antibody negative
STEC-HUS <N negative tests for stool analysis
3075
Ca017 gL
- e factor H plasma levels 317.06 ng/mL
factor I plasma levels 136.85 ng/mL
3 nephritc factors 219.38 ng/mL 1
anti-factor H antibody 143113 ng/mL. 1
Day-3 ~ Day0 | plasma exchange *4 times
Month0--Day0 | 1
Month0--Day2 | Thyroid Disorders - oral leveothyroxine sodium tablets
Month 0-—-Week 1 i Month7)

Month 0-—Week 2
Month 0—Week 4 3 dose of eculizumab b 115gL
PLT 249X 10°L

> Cr26 ymol/L
> €3 1.57g/L C4 037,

Month 1--Week 7 4
Month 1--Week 10 5% dose of eculizumab

Month 2--Week 13 6 i 5
Month 3--Week 16 7% dose of eculizumab

Month 4--Week 19 8% dose of eculizumab

: i
4
Extension Treatment period
X ~ Month 6)

Month § i 5 mg p
Month 6 10 dose of eculizumab
Month 7 . .\ ~ as of now)
Month 8.5 121 dose of eculizumab,
Month 10 13t dose of eculizumab

Month 12 14% dose of eculizumab
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Chloral hydrate

All patients (i

Neonates (i

ng infants (

Chloral hydrate single used 13,204 (99.9) 1,635 (99.9) 11,569 (99.9)
Initial dose used, median (IQR),mg/kg | 50.0 (49.9, 50.0) 49.4 (48.1, 500) 50.0 (49.1, 50.0) <001*
Initial administration route, n (%) <001
Orally 12,879 (97.5) 1,489 (91.1) 11,390 (98.5)
Rectal 165 (1.25) 19 (1.16) 146 (1.26)
Gastric tube 149 (1.13) 126 (7.71) 23 (0.20)
Unknown 11 (0.08) 1(0.06) 10 (0.09)
Initial success rate, n (%) 12216 (925) 1,487 (90.9) 10,729 (92.7) 0.01%
Sedation duration, median (IQR),min 62.2 (490, 83.2) 582 (47.0, 76.1) 63.1(49.1, 84.3) <001
(n=11,973) (n=1,599) (n = 10,374)
Adverse events, n (%) <001*
Agiitation 2(0.02) 1(0.01) 1(0.01)
Aspiration 1 (0.00) 0(0.00) 1 (0.01)
Bradycardia 1 (0.00) 1(0.01) 0 (0.00)
Cough 1 (0.00) 0 (0.00) 1(0.01)
Desaturation 18 (0.14) 11 0.12) 7 (0.06)
Desaturation + vomiting. 1 (0.00) 0 (0.00) 1(0.01)
Desaturation + bradycardia 1 (0.00) 0(0.00) 1(0.01)
Respiratory depression 4(0.03) 1(0.01) 4 (0.03)
Vomiting 173 (131) 76 (0.84) 97 (0.84)
Chloral hydrate combined used 13 (0.10) 2(012) 11(0.10) NA
Chloral hydrate + Midazolam 4(003) 1(0.06) 3(003)
Chloral hydrate + Dexmedetomidine 8 (0.06) 0 (0.00) 8 (0.07)
Chloral hydrate + Propofol 1.(0.01) 1(0.06) 0 (0.00)
Initial success rate, n (%) 13 (100.0) 2 (100.0) 11 (100.0) NA
Sedation duration, median (IQR), min 64.1 (53.43, 67.27) 631+ 0.1 680+ 282 <001*
(n=10) (n=2) (n=8)
Adverse events, n (%) 0 (0.00) 0 (0.00) 0 (0.00) NA

Note: Intravenous injection (IV); Interquartile range (IQR).
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Midazolam All patients (n = 54) Neonates (n = 26) Young infants (n
Midazolam single used, n (%) 47 (87.04) 24 (9231) 23 (82.14) P values
Initial dose used, median (IQR), mg/kg 049 (0.29, 0.50) 0.49 (0.48, 0.50) 0.40 (026, 0.49) 015
Initial administration route, n (%) 058
Onally 34 (7234) 19 (79.17) 15 (65.22)
w 7 (14.89) 3 (1250) 4017.39)
Intranasal 6(1277) 2(833) 4(17.39)
il sccess rate, n (%) 40 (85.11) 22 (91.67) 18 (783) 024
Sedation duration, mean = SD, min 467 £193 440155 497 £ 234 om
 Adverse events 049
Bradycardia 1(1.85) 0 (0.00) 1(4.35)
Midazolam combined used, n (%) 7 (1296) 2(7.69) 5(17.86) 033
Midazolam + Chloral hydrate 4(741) 1(385) 3(1071)
Midazolam + Dexmedetomidine 2(370) 0 (0.00) 2(7.14)
Midazolam + Propofol 1(185) 1(385) 0(0.00)

Note: IQR (Interquartile range); IV (Intravenous); SD (Standard de

jonih
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Adverse events All patients  Sedation success with initial Sedation failure with initial OR, 95%CI
dose dose

=13517) (n=12517) (n = 1,000) P value

None, n(%) 13,311 (9855) 12,483 (99.7) 828 (82.8) 763 (521,
114.4) <0.01*

Complication distribution, n(%)

Vomiting 173 (13) 11(03) 162 (16.2)
Rash 0(0.00) 0 (0.00) 0(0.00)
Agitation 2(0.01) 1(0.03) 1(0.10)
Aspiration 1(001) 1(0.03) 0/(0.00)
Bradycardia 4(003) | 4(0.12) | 0(0.01)
Cough, n (%) | 1(001) ,0 (0.00) 7 1 (0.00)
Respiratory depression, n (%) 5 (0.04) 5(0.15) 0 (0.00)
Desaturation, n (%) 18 (0.13) 11(0.3) 7(0.70)
Desaturation and bradycardia, 1 (0.01) 0 (0.00) 1(0.10)

n (%)

Desaturation and vomiting, n (%) 1 (0.01) [1 (0.03) 0 (0.00)
Cardiac arrest or death, n (%) 0 (0.00) 0 (0.00) 0 (0.00)

Note: *P value < 0.05.
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All patients (n = 13, Neonates (n = 1853) Young infants (n = 11,664)

Age, days, median (IQR) 59 (37,71) 116, 16) 60 (49, 75)
Weight, kg, median (IQR) 50 (42, 58) 33(29,37) 52 (46, 60)
Gender, males, n (%) 7,835 (58.0) 1,118 (60.4) 6717 (57.6)

Type of patients.

Inpatients, n (%) 5647 (41.8) 1,496 (80.7) 4151 (356)
Outpatients, n (%) 7,870 (58.2) 357 (19.3) 7513 (644)
Sedation history (yes), n(%) 1,692 (125) 221 (119) 1471 (126)

Procedures, n (%)

Hearing screening 4842 (35.8) 8(04) 4,834 (41.4)
MRI 3252 (24.1) 1,470 (79.3) 1782 (153)
Lung function tests 2337 (17.3) 8(04) 2329 (200)
I Echocardiography il 1861 (13.8) 8(04) | 1853 (15.9)
cr 407 (3.0) 53 (29) 354 (3.0)
VAEP 356 (2.6) 96 (52) 200 22)
MRI + VAEP 259 (19) 205 (11.1) 54 (05)
CT + Lung function test 44 (0.3) 0(0.0) 44 (04)
Lung function test + Echocardiography 54 (04) 0(00) 54(05)
MRI + Echocardiography 40 (03) 1(0.1) 39 (0.3)
CT + Echocardiography 18 (0.1) 1(00) 17 (0.1)
MRI + CT 9(0.1) 0(0.0) 9(0.1)
MRI + Lung function tests 8(0.1) 0(0.0) 8(0.1)
Others 6(0.0) 1(01) [ 5(0.0)
Hearing screening + VAEP 5(00) 0(00) 5(0.0)
Lung function tests + VAEP 5(0.0) 1(0.1) 4(0.0)
MRI + Echocardiography + VAEP 3(0.0) 0(0.0) 3(0.0)
MRI + Hearing screening 2(0.0) 1(0.1) [ 1(0.0)
Echocardiography + VAEP 3(00) 0(00) 3(00)
CT + Lung function tests + VAEP 1(00) 0(0.0) 1(0.0)
CT +ECG 1(0.0) 0(0.0) 1(0.0)
MRI + Lung function tests + Echocardiography | 1 (0.0) 0(0.0) 1(0.0)
MRI + Others 1(0.0) 0(00) oo
Non-pharmacological stratigies, n(%) 245 (1.81) 188 (10.15) 57 (049)

Pharmacological stratigies, n(%)

Chloral hydrate single used 13,204 (97.68) 1,635 (88.24) 11,569 (99.19)

Chloral hydrate + Midazolam 4(003) 1(005) 3(0.03)
Chloral hydrate + Dexmedetomidine 8 (0.06) 0/(0.00) 8(0.07)
Chloral hydrate + Propofol " 1on 1(0.05) 0.(0.00)
Midazolam single used 47 (035) 24 (130) o (0:20)
Midazolam + Dexmedetomidine 2(001) 0(0.00) 2(0.02)
Midazolam + Propofol 1(001) 1(005) 0/(0.00)
Propofol 3(002) 2(0.11) 1(0.01)
Dexmedetomidine 2(001) 1(005) 1(0.01)

Note: Computed tomography (CT); Electrocardiography (ECG); Magnetic resonance imaging (MRI); Visual and auditory evoked potential (VAEP).
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Study acupoint 2022 2023 2019 2019 2008 2019 2013 2023 2017 Proportion(%)

Wen Lu Zhang Luo Feng Ding Su Li Zhang
P6 + + + + + + + + 88.90
I BL23 & * . #* | * + + * | * 88.90
GV20 + + + + 4440
TE4 + + + + + 55.60
L + + + + + 55.60
BL28 ¥ + * # + 55.60
PC8 + + 2220
BL20 + + + + 4440
BL31 + + + + + + 66.70
BL34 + + + + + + 66.70
BL33 + + + + + + 66.70
BL32 + + + + + + + 77.70
GV1 + + + 3330
ST36 + + + + + 55.60
Gvi4 + + + 3330
cv4 + + + + | 55.60
BLI3 + + + 3330
Gv4 + + + 3330
cve + + + + + 55.60
BLIS + 830
cvs + 830
GV3 + [ 830
EX-HNI + + 1670
EX-B2 + + 1670
GB34 + + 1670
TES + + 1670
EX-UE8 + + + + + 55.60
Shenjing + + + + + 55.60
Shending + + + 3330
Pijing + + + 3330
Errenshangma + 830
Feijing + 830
Danjing + + 1670
Xiaochangjing + 830
Dantian + + 1670
Guiwei + + 1670
BL2S + + 1670

The World Health Organization’s alphanumeric code for acupuncture points is used in this table.
Chinoes Mational Stindarids GEFT £3546-302) (narming:and postoming of acapenchire Do) and. GEIT 400972051 (ranine wd postiaing of extraoniinacy scapunctute soinml:






