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Chinese name Material Dosage (g)°* Batch N Record N

Atractylodes Lancea (Thunb.) DC. Cang Zhu ‘ Rootstalk 15 22045681 1121000040000
Phellodendron amurense Rupr. [ Huang Bai | Bark [ 10 23032061 1121000120000
Achyranthes bidentata Blume Niu Xi Root 15 23000831 1121000212000
: Coix lacryma-jobi var. ma-yuen (Rom.Caill.) Stapf Yi Yi Ren ‘ Kernel 15 23012191 1121000068000
Dipsacus asper Wall.ex DC. Xu Duan ‘ Root 15 23025771 1121000199000
Drynaria roosii Nakaike Gu Sui Bu ‘ Rootstalk | 15 22043861 1121000061000

“Dry weight of the medicinal substance.
The plant name has been in accordance with http://www.plantsoftheworldonline.org,
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CDs6
iNOS
TNF-a
16
Argl
IL-10

Bractin

Forward (5'-3')

TGTCTGATCTTGCTAGGACCG

GTTCTCAGCCCAACAATACAAGA

CGATGGGTTGTACCTT

AATTCGGTACATCCTCGCGG

CTCCAAGCCAAAGTCCTTAGAG

CGGGAAGACAATAACTGCACCC

CATTGCTGACAGGATGCAGAAGG

Reverse (5'-3)

GAGAGTAACGGCCTTTTTGTGA

GTGGACGGGTCGATGTCAC

TACTTGGGCAGATTGAC

GGTTGTTTTCTGCCAGTGCC

GGAGCTGTCATTAGGGACATCA

CGGTTAGCAGTATGTTGTCCAGC

TGCTGGAAGGTGGACAGTGAGG
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Total 13,848 10000 3439 2483 10,409 7517

Adjunctive TCM therapy 0181
no 11,540 8333 2,840 2461 8,700 7539
yes 2,308 1667 599 2595 1,709 7405

Days of TCM <0.001
<30 11540 8333 2,840 2461 8,700 7539
30-180 1,692 1222 384 2270 1,308 77.30
181-365 616 445 215 3490 401 65.10

Cancer stage <0.001
1 2,838 2049 2,174 76.60 664 2340
1 690 498 304 4406 386 55.94
11 2,940 2123 505 1718 2,435 8282
w 7,380 5329 456 618 6924 93.82

Age <0.001
20-54 yearslo 4470 3228 1342 3002 3,128 69.98
55-64 years/o 4,380 3163 1217 27.79 3,163 7221
65-74 years/o 3336 24.09 700 2098 2,636 79.02
275 yearslo 1662 12,00 180 1083 1,482 89.17

Gender <0.001
male 6,666 4814 1291 1937 5375 80.63
female 7,182 5186 2,148 2991 5,034 70.09

Marital status <0.001
Unmarried 613 443 178 2904 435 7096
Married 11,054 7982 2777 2512 8277 7488
Divorced/separated 730 527 24 30.68 506 6932
Widowed 1451 1048 260 1792 1,191 82.08

Education level <0.001
Elementary school or below 4838 3494 871 1800 3,967 82.00
Junior high school 2302 1662 469 2037 1,833 79.63
High school (vocational) 3487 2518 965 27.67 2522 7233
College and above 3221 2326 1134 3521 2,087 64.79

Monthly salary (NT$) <0.001
<17280 2,944 2126 703 2388 2241 7612
17281-22800 4840 3495 943 1948 3,897 8052
22801-36300 2418 1746 639 2643 1,779 7357
36301-57800 2275 1643 638 2804 1,637 7196
257801 1371 9.90 516 37.64 855 6236

Degree of urbanization <0.001
1 4,166 3008 1220 2928 2,946 7072
2 4357 3146 1,081 24381 3,276 75.19
3 2,108 1522 469 225 1,639 7775
4 1,899 1371 428 2254 1,471 7746
5 1318 952 241 1829 1,077 8171

ccr 0053
0 13428 96.97 3345 2491 10,083 75.09
1 240 173 63 2625 177 7375
22 180 130 31 1722 149 8278

Comorbidities
hypertension 1,533 11.07 307 20.03 1,226 79.97 <0.001
diabetes 523 378 68 13.00 455 87.00 <0.001
hyperlipidemia 238 172 59 2479 179 7521 1.000
liver cirrhosis 97 070 14 1443 83 85.57 0024
renal failure 14 0.10 3 2143 i 7857 1.000
cvD 27 164 2 969 205 9031 <0.001
coPD 276 199 23 906 251 90.94 <0.001
asthma 178 129 28 15.73 150 8427 0.006
rheumatoid arthritis 33 024 i 3333 2 66.67 0353
chronic mental disorder 38 027 6 1579 32 8421 0270

Hospital ownership <0.001
non-public 8381 6052 1,730 2064 6,651 79.36
public 5467 3948 1,709 3126 3,758 68.74

Hospital level <0.001
medical centers 9,365 67.63 2,591 27.67 6,774 7233
regional hospitals 4246 30.66 830 1955 3416 8045
district hospitals 237 171 18 759 219 9241

TCM experience 0239
No 6,968 5032 1,700 2440 5,268 75.60
Yes 6,880 49.68 1,739 2528 5,141 7472

Treatment modalities 0423
Surgery 3383 2443 1,255 37.10 2,128 62.90
Chemotherapy 79 057 5 633 74 93.67
Radiotherapy 9% 071 19 1939 79 8061
Targeted therapy 133 096 17 1278 116 87.22
Surgery + others 9,601 6933 2,096 2183 7,505 7817
Chemotherapy + others 418 302 30 7.8 388 9282
Other combinations 136 098 17 1250 19 87.50

Years of diagnosis <0.001
2007 1,616 1167 220 1361 1,396 86.39
2008 1,694 1223 243 1434 1,451 85.66
2009 1925 13.90 405 2104 1,520 78.96
2010 1,989 1436 440 212 1,549 77.88
2011 1967 1420 506 2572 1,461 7428
2012 2,182 1576 736 3373 1,446 66.27
2013 2475 1787 889 3592 1,586 64.08

CCl, charlson comorbidity index; NT$, new taiwan dollar.
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Pre- Adjunctive TCM therapy Post- Adjunctive TCM therapy

matching matching
Total \[e} Yes p-value Total No Yes p-value
N N

Total 43,122 10000 40,638 9424 | 2484 576 13,848 | 10000 | 11,540 8333 2,308 1667

Cancer stage 0005 1000
1 8002 1856 7505 9379 | 497 621 2838 2049 2365 8333 473 | 1667
1 2240 519 2081 9290 159 7.10 690 | 498 575 8333 115 1667
g 9479 | 2198 8943 9435 536 565 2940 2123 2450 8333 490 1667
w 23401 | 5427 22109 | 9448 | 1292 | 552 7380 5329 6150 | 8333 1230 1667

Age <0001 1.000
20-54 years/o 8739 2027 7939 9085 800 9.15 4470 | 3228 | 3725 8333 745 1667
55-64 yearslo 10656 2471 9859 | 9252 | 797 748 4380 3163 | 3,650 8333 730 1667
65-74 yearslo 12042 2793 11450 | 9508 592 | 492 333 2409 2780 8333 556 1667
=75 years/o 11,685 2710 11,390 | 9748 | 295 252 1662 1200 1,385 8333 | 277 1667

Gender <0001 1000
male 24668 | 5721 23485 9520 | 1183 4.80 6666 4814 | 5555 8333 L1l | 1667
female 18454 4279 17,153 | 9295 | 1301  7.05 7082 5186 5985 8333 1197 1667

cal 0321 1000
0 4147 | 9542 38792 | 9428 | 2355 572 13428 9697 | 11,190 8333 2238 1667
1 1139 264 1065 9350 74 650 240 173 200 8333 40 1667
22 836 194 781 9342 55 658 180 130 150 8333 30 1667

Surgery within 90 days 0036 0223
no 6219 | 1442 587 948 322 518 1733 1251 1,426 8229 | 307 | 1771
yes 36,903 8558 34741 9414 | 2,062  5.86 12,115 8749 | 10,114 8348 | 2,001 16.52

Marital status <0001 0588
Married 30033 | 6965 28097 9355 | 1936 645 11,054 | 7982 | 9,233 | 8353 1821 1647
Unmarried 1919 445 1810 9432 109 568 613 443 507 | 8271 106 1729
Divorced/separated 2732 634 2592 9488 140 512 730 | 527 | 597 | 8178 | 133 | 1822
Widowed 6617 1534 6361 9613 256 387 1451 | 1048 1,203 8291 | 248  17.09
‘missing 1,821 422 0.00 0.00

Education level <0001 0545
Elementary school or below | 21,037 = 4878 20216 9610 = 821 3.90 4838 3494 | 4038 8346 800 1654
Junior high school 6280 | 1456 5901 | 9396 379  6.04 2302 1662 | 1938 8419 364 | 1581
High school (vocational) 7704 1787 7075 9184 | 629 | 816 3487 2518 | 2,898 8311 589 | 1689
College and above 6285 1457 5673 9026 612 974 3221 2326 2666 8277 555 | 1723
missing 1923 446 0.00 0.00

Monthly salary (NT$) <0.001 0959
<17280 1,144 2584 10,630 | 9539 | 514 461 2944 2126 2461 8359 483 | 1641
17281-22800 17231 3996 16381 | 95.07 | 850 493 4840 3495 | 4042 8351 798 1649
22801-36300 6018 | 1396 5503 9294 425 7.06 2418 1746 2011 8317 407 | 1683
36301-57800 5375 1246 4953 9215 | 422 7.85 2275 1643 1890 8308 385 1692
257801 3040 728 2888 9197 | 252 803 1371 990 1,13 8286 | 235 1714
missing 214 050 0.00 0.00

Comorbidities
Diabetes 3548 823 3443 97.04 | 105 296 <0001 523 378 424 8107 99 1893 0175
copD 2252 | 522 2195 | 9747 | 57 | 253 <0001 | 276 199 223 8080 53 1920 0289
cvD 1287 298 1239 9627 | 48 373 0002 | 227 164 182 8008 45 1982 0231
Liver cirrhosis 563 131 540 9591 23 409 0.104 97 070 74 7629 | 23| 2371 0083
Renal failure 387 090 382 9871 5] 129 <0001 4010 12 8571 2| 1429 0550

*Control variables including cancer stage, gender, age, salary, education level, marital status, severity of comorbidities, diabetes, liver cirthosis, renal failure, cerebrovascular disease, chronic
obstructive pulmonary disease and whether surgery was performed within 90 days; precise matching of lung cancer patients who received TCM, as adjunctive therapy with those who did not in
terms of cancer stage, gender, age, and severity of comorbidities.

bCCI, charlson comorbidity index; NT$, new taiwan dollar.
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nalysis CM d ecoctions Non-TCM decoctions (n) IRR (95% CI)

Full cohort

Unadjusted crude analysis 388 972 0.93 (0.90-0.96) <001
Multivariable analysis 388 972 095 (092-0.99) 001
Propensity-score analyses

‘With matching 288 288 0.96 (0.91-1.01) 0.22
With inverse probability weighting 338 443 0.96 (0.94-0.98) <001
Adjusted for propensity score 388 972 096 (091-1) 009
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TCM syndrome

Deficiency syndromes

Deficiency syndromes

Phlegm syndromes/liver stagnation and spleen
deficiency syndrome/dampness-heat syndrome

Phlegm syndromes/liver stagnation and spleen
deficiency syndrome/dampness-heat syndrome

Duration
(years)

<5

<5

No. of
matched pai

70

45

55

No. of patients

TCM
decoctions

108

59

150

71

Non-TCM
decoctions

212

346

170

243

OR
(95% CI)

228
(1.21-4.29)

177
(0.80-3.29)

106
(0.60-1.87)

198
(1.08-3,60)

0.03

023

087

0.06
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Analysis TCM decoctions Non-TCM decoctions Or (95% ClI) P value

Full cohort
Unadjusted crude analysis* 388 972 3.15 (262-3.78) <001
Multivariable analysis® 388 972 1.82 (1.66-1.98) <0.01

Propensity-score analyses

With matching 278 278 177 (134-233) <001
With inverse probability weighting’ 327 42 163 (131-204) <001
Adjusted for propensity score® 388 972 177 (1.58-198) <001

‘Shown is the odds ratio from the univariate logistic regression, analyzing the association between the use of traditional Chinese medicinal decoctions and the outcomes.

"Shown is the odds ratios from the multivariate logistic regression model, adjusting for 14 variables that were significantly associated with the outcome in univariate analysis (age, BMI, duration
of diabetes, systolic blood pressure, HbA1c, FPG, fasting insulin, C-peptide, TCM, syndrome, and comorbidities).

“Shown is the primary analysis with a odds ratios from the multivariate logstic regression model with the same covariates with matching according to the propensity score.

“Shown is the odds ratios from the multivariate logistic regression model with the same covariates with inverse probability weighting according to the propensity score.

Shown is odds ratios from the mul ic regression model with the same covariates with additional adjustment for the propensity score.
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Characteristi

M decocti

(N = 278)

Non-TCM decoctions (N

Age -~ mean (SD), year 541 (12.3) 54.1(140)
Body-mass index - no. (%), kg/m?
<18 and 18-23.9 69 (24.8) 66 (23.7)
24-279 136 (48.9) 136 (489)
28 73 (26.3) 76 (27.3)
Duration of diabetes - no. (%), year
<3 121 (43.5) 127 (45.7)
3-5 43 (15.5) 40 (14.4)
5-10 58 (209) 64 (23.0)
210 56 (20.1) 47 (169)

Systolic blood pressure - median (IQR), mm HG

HbAIc -- median (IQR), %

1300 (120.0-140.0)

7.8 [9.8 mmol/L] [7.0 (8.6 mmol/L)-8.9 (11.6 mmol/L)]

130.0 (120.0-140.0)

8.0 [10.2 mmol/L] [7.0 (8.6 mmol/L)-9.0 (11.8 mmol/L)]

FPG -~ median (IQR), mmol/L 830 (7.9-9.1) 8.30 (8.0-9.0)
Fasting insulin — no. (%), plU/mL.
<10 134 (48.2) 128 (46.0)
10-15 82 (29.5) 81 (29.1)
>15 62 (22.3) 69 (24.8)
C-peptide - no. (%), ng/mL
<117 14 (5.0) 14 (5.0)
1.17-251 69 (24.8) 58 (20.9)
2251 195 (70.1) 206 (74.1)
TCM syndrome - no. (%)
Deficiency syndromes 130 (46.8) 118 (42.4)
Phlegm syndromes 81 (29.1) 81 (29.1)
Liver stagnation and spleen deficiency syndrome 34(122) 40 (14.4)
Dampness-heat syndrome 33(119) 39 (14.0)
Comorbidities - no. (%)
Liver diseases 58 (20.9) 67 (24.1)
Hyperlipidemia 57 (205) 57 (20.5)
Coronary atherosclerosis 56 (20.1) 54 (19.4)
Chronic kidney disease 66 (23.7) 69 (24.8)
Cerebral infarction 31(11.2) 36 (12.9)
Diabetic retinopathy 28 (10.1) 23 (83)

*Multiple imputation was used to account for

ing data in the propensity-score-matched analysis.
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Characteristi

Non-TCM decoctions (N = 972)

TCM decoctions (N = 388)

Age - mean (SD), year 573 (127) 531 (133) <001
Sex - no. (%)
Female 555 (57.1) 269 (69.3) <001
Male 417 (429) 119 (30.7)
Body-mass index - no. (%), kg/m?*
<18 and 18-239 290 (32.2) 87 (243) <001
24-279 422 (468) 176 (49.2)
228 190 (21.1) 95 (26.5)
Duration of diabetes -- no. (%), year
<3 287 (29.6) 206 (53.1) <001
35 95 (9.8) 52 (13.4)
5-10 202 (20.8) 79 (20.4)
210 387 (399) 51.(13.1)
Length of stay -- median (IQR), day 13.0 (110, 15.0) 120 (9, 15.0) <001
Systolic blood pressure -~ median (IQR), 1300 (120.0-140.0) 130.0 (120.0-140.0) 019
mm HG
HbAIc - median (IQR), % 9.5 [12.6 mmol/L] (8.1 (10.3 mmol/L)-11.1 7.5 9.4 mmol/L] (6.6 (7.9 mmol/L)-8.7 <001
(15.1 mmol/L)] (113 mmol/L)]
FPG -- median (IQR), mmol/L 8.8 (8.2-10.6) 83 (79-87) <001
Fasting insulin - no. (%), plU/mL.
<10 466 (57.7) 164 (45.8) <001
10-15 203 (25.1) 100 (27.9)
>15 139 (17.2) 94 (263)
LDL — no. (%), mmol/L
<26 312 (367) 137 (41.3) 018
226 538 (63.3) 195 (58.7)
C-peptide - no. (%), ng/mL
<117 115 (142) 15 (42) <001
1.17-2.51 231 (286) 76 (21.2)
2251 462 (57.2) 267 (74.6)
TCM syndrome — no. (%)
Deficiency syndromes 559 (57.5) 167 (43.0) <001
Phlegm syndromes 219 (22.5) 117 (30.2)
Liver stagnation and spleen deficiency 107 (11.0) 54 (13.9)
syndrome
Dampness-heat syndrome 87 (9.0) 50 (12.9)
Comorbidities -- no. (%)
Liver diseases 192 (19.8) 97 (25.0) 004
Hypertension 396 (40.7) 156 (40.2) 088
Hyperlipidemia 134 (13.8) 79 (204) <001
Osteoarthropathia 70 (72) 34 (88) 039
Coronary atherosclerosis 206 (21.2) 73 (18.8) 035
Chronic kidney disease 315 (324) 85 (21.9) <0.01
Cerebral infarction 123 (12.7) 44 (11.3) 0.56
Ischemic cerebrovascular disease 111 (11.4) 33 (85) 014
Ischemic heart disease 85 (87) 20 (52) 003
Diabetic retinopathy 192 (198) 25 (6.4) <001
Diabetic macrovascular disease 96 (99) 2(57) 002
Diabetic polyneuropathy 491 (50.5) 127 (327) <0.01
Diabetic peripheral vascular disease 100 (10.3) 30 (7.7) 0.17

“In the unmatched analysis, data on the BMI level were missing for 100 patients, on the LDL level for 178, on the Fasting insulin level for 194, on the c-peptide level for 194, on the duration of
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Adverse events classified by system anclass n (%)

Gastrointestinal disorders 467 (28.7)
Skin and subcutaneous tissue disorders 327 (20.1)
Nervous system disorders 185 (11.4)
General disorders and administration site conditions 146 (9.0)
Psychiatric disorders 110 (6.8)
Investigations® 81 (50)
Respiratory, thoracic, and mediastinal disorders 64 (3.9)
Cardiac disorders 44.27)
Eye disorders 35 (2.1)
Musculoskeletal and connective tissue disorders 32(20)
Infections and infestations 23 (1.4)
Vascular disorders 23 (14)
Immune system disorders 19.(12)

7 Injury, poisoning, and procedural complications 18 (L1)
Metabolism and nutrition disorders 17 (1.0)
Renal and urinary disorders 13 (08)
Reproductive system and breast disorders 8(05)
Ear and labyrinth disorders 6(0.4)
Hepatobiliary disorders 5(03)
Blood and lymphatic system disorders 3(02)
Product issues 3(02)

Duration of adverse events

-1 day 110 (6.8)
2-5 days 69 (42)
6-10 days 40 (2.5)
11-50 days 55 (3.4)
50 days ~ 8(05)
(Missing) 1347
(827)

Results of adverse events

Recovered or resolved 569 (34.9)
Recovering or resolving 108 (©6)
Not Recovered or not resolved 75 (4.6)
Recovered or resolved with sequelae 59 (3.6)
Fetal 9 (06)
Unknown 809 (49.7)

'81 adverse events under the SOC, of Investigation included hepatobiliary investigations
(48 cases); physical examination and organ system status topics (15 cases); cardiac and
vascular investigations (9 cases); metabolic, nutritional, and blood gas investigations

(4 cases); renal and urinary tract investigations and urinalyses (3 cases); and neurological,
special senses, and psychiatric investigations (2 cases).
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Information of reports

Original reporter

Doctors, dentists, Korean medicine doctors 178 (16.9)
Pharmacists, Korean medicine pharmacists 470 (44.6)
Other medical professionals 65 (62)
Consumers, non-medical professionals 297 (28.2)
Unknown 44 (42)
Reporter
Pharmaceutical company 377 (35.8)
Medical experts (e.g, hospitals, pharmacies) 102 (9.7)
Regional pharmacovigilance center 469 (44.5)
Others (e, distributors) 42 (4.0)
Patients, consumers 64.(6.1)
Report type
Voluntary reporting 950 (90.1)
Reporting in trials/research 78 (7.4)
Others 24(23)
Unknown 2(02)
Patient demographics®
Age at the time of occurrence
0-27 days 2(03)
28 days to 1 year 4(05)
2-11 years 6(08)
12-18 years 10 (1.3)
19-64 years 596 (76.9)
65 years ~ 157 (20.3)
Sex
Male 271 (30.3)
Female 623 (69.7)
Drugs
Herbal medicine only 580 (55.0)
Combination with other medications 474 (45.0)

*Regarding age, 279 patients had

ing data; regarding sex, 160 patients had
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All patients (n = 752)  CHM nonusers (n = 703)  CHM users (n = 49)

Demographics
Gender 064
Female 42 (5.6%) 40 (57%) 2 (4.1%)
Male 710 (94.4%) 663 (94.3%) 47 (95.9%)
Age (years) 562 (103) 563 103) 47 000) Lo
Age group oe
<40 years 39 (5.2%) 36 (5.1%) 3(6.1%)
41-60 years 471 (62.6%) 438 (62.3%) 33 (67.3%)
>60 years 242 (322%) ) 13 265w
BMI 200 210 (39) 214 (49) 067
Comorbidities

oM ot 81%) 59 (84%) 2 (41%) 029
Hypertension 100 (13.3%) 93 (13.2%) 7 (14.3%) 083
MI 4(0.5%) 4(0.6%) 0 (0.0%) 0.60
coPD 55 (7.3%) 53 (7.5%) 2 (4.1%) 037
cvD 16 (2.1%) 14 (2.0%) 2 (4.1%) 033
PVD 3 (0.4%) 3 (04%) 0 (0.0%) 065
Hepatitis B virus 37 (4.9%) 33 (47%) 4(8.2%) 028
Hepatitis C virus 27 (3.6%) 24 (34%) 3 (6.1%) 032
Liver cirrhosis 126 (16.8%) 120 (17.1%) 6 (12.2%) 038
CKD 20 (2.7%) 18 (26%) 2 (4.1%) 052
ccl 98 (21) 99 (2.1) 9.5 (24) 027
Lifestyles

7 Cigarette smoking 293 (85.7%) 276 (85.4%) 17 (89.5%) 063
Alcohol consumption 294 (85.7%) 2 (85.4%) s (90.0%) o7
Betel nut chewing 26 (60.1%) 195 (60.4%) 11 (55.0%) 063
Tumor size (mm) 440 (37.2) 444 (37.4) 389 (36.0) 042
TNM Stage 051
0 14 (1.9%) 14 20%) o (0.0%)
1 80 (10.6%) 72 (102%) 8 (16.3%)
1 107 (14.2%) 102 (145%) 5(10.2%)
1 335 (44.5%) 314 (44.7%) 21 (429%)
v 216 (28.7%) 201 (28.6%) 15 (30.6%)

V Initial treatment

VSurgery I 030
No surgery for tumor resection 615 (81.8%) 576 (81.9%) 39 (79.6%)
Local therapy 19 (2.5%) 18 (2.6%) [ 1(2.0%)
Partial esophagectomy 32 (4.3%) 32 (4.6%) 0/(0.0%)
Total esophagectomy 2(03%) 2 (03%) 0 (0.0%)
Esophagectomy with laryngectomy/gastrectomy | 78 (10.4%) 69 (9.8%) 9 (18.4%)
Other surgery 6 (0.8%) 6 (0.9%) [ 0 (0.0%)
Chemotherapy 410 (54.5%) 383 (54.5%) 27 (55.1%) 093
Radiotherapy 372 (49.5%) 345 (49.1%) 27 (55.1%) 041
Biochemical profiles
Albumin (g/dL) 33 (05) 33 (05) 33(05) 078
Hemoglobins (g/dL) 120 (22) 120 2.1) 118 (24) 063
Lymphocyte (10%uL) 13 (06) 13 (0.6) 13 (06) 068
ALT (U/L) 238 (24.0) 238 (246) 239 (14.) 097
Total cholesterol (mg/dL) 158.8 (41.6) 1575 (40.) 1732 Ga0) 0071
PLR 237.7 (2085) 2363 (209.6) 2569 (1922) 051
NLR ) 62 (68) 62 (5.1) 098
PNI waas 394 (48) 391 (52) 0.60

Abbreviations: ALT, alanine aminotransferase; BMI, body mass index; CCI, charlson comorbidity index; CHM, chinese herbal medicine; CKD, chronic kidney disease; COPD, chronic
obstructive pulmonary disease; CVD, cerebrovascular disease; DM, diabetes melltus; EC, esophageal cancer; M, myocardial infarction; NLR, neutrophil-to-lymphocyte ratio; PLR, platelet-
Srnbhasyte seites PHL propnoetie cutakion indie VIS secileral vacoler daios: TLE tonl Brmkoarie:-count.
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PFS
Crude model Model 1

R (95CI%) P for trend R (95CI%) P for trend

————_

Huaier 3-6 m 0.85 (0.50-1.43) 0.78 (046~ 0365
Huaier >6 m 0.57 (0.36-0.88) 047 (0.30-0.75) =
os
Crude model Model 2
HR (95C1%) P for trend HR (95CI%) P for trend
—

Huaier >6 m 0.50 (0.27-0.93) .02 051 (0.27-097)

Model 1: Huaier adjusted for Gender, AFP, grade; TBIL, grade, size grade, and ablation route.
Model 2: Huaier adjusted for Age, Hepatic virus, and ALB, grade.
Abbeoriation: PPS. Prooressianfos surviveh OF pveall-warvivd: APR. alnba-Svirotei: THIL, sl bililin: ATR, albimin:
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Huaier group (n = 97) Control group (n = 131)
‘Theraputic-related effects 25 (25.8%) 29 (22.1%) 0904
Poor appetite 4 (4.1%) 7 (53%)
Diarthea 2(21%) 2 (15%)
Nausea 4 (4.1%) 6 (4.6%)
Emesis 3 (3.1%) 3(2.3%)
Dyspepsia 5(5.2%) 7 (53%)
Fatigue 1(1.0%) 1(<1%)
Fever 6(6.2%) 3(2.3%)

Pharspauticasiod siio-stibets sadbeile tin- shistog arndsoms Gl aoouss 1 durs siiee BEWAY sndl divecotated e ibcts: Gansills ocears 5 weehaathar JOWAS
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Variables Total cohort PSM cohort Stabilized IPTW cohort
Huaier Control Huaier Control Huaier Control
group group group group group group
n =97 n =131 n=92 n=92 n = 96.6
Age (years) 5598 (997) | 58.06 (9.15) 0.104 562 (962) | 5633 (8.3) 0.921 57 (9.96) 57.12 (9.2) 0.931
Gender 0070 0.588 0.938
Male 79 (81.4) 93 (71.0) 74 (80.4) 71(77.2) 734 (75.9) 98.7 (75.4)
Female 18 (18.6) 38 (29.0) 18 (19.6) 21 (228) 233 (241) 321 (246)
BMI (kg/m?) 2394 (2172, | 2383 2172, | 0597 2409 (2177, | 2375 (2212, | 0678 2422 (2177, | 2366 (2161, | 0.785
2561) 2628) 2563) 26.15) 2571) 26.12)
AFP (ng/mL) 0.582 1.000 0.945
<400 84 (36.6) 110 (84.0) 79 (859) 79 (85.9) 826 (85.5) 1113 (85.1)
>400 13 (134) 21 (16.0) 13 (14.1) 13 (14.) 141 (145) 195 (14.9)
Hepatopathy 0512 0822 1.000
No 4(4.1) 10 (7.6) 4(43) 6(6.5) 57 (59) 8.0 (62)
By 83 (85.6) 106 (80.9) 80 (87.0) 76 (82.6) 802 (83.0) 1088 (83.1)
HCV 7(.2) 13 (99) 7(83) 8(87) 89 (92) 118 (9.0)
HBV + HCV 360 2(15) 1) 22 19 (20) 22(17)
ALB (g/L) 419 403 0.142 42.1 (37.03, 40.65 0.220 415 403 0.241
(363,448) | (3625, 43.5) 45.02) (3758, 443) (3629, 445) | (3592, 435)
TBIL (p mol/L) | 14.1 143 (93,195) | 0494 1385 134 (9.1,1945) | 0501 1395 (102, | 144 (924, 0.548
(103, 213) (102, 20.1) 2142) 19.83)
ALT (U/L) 29(22,42) | 30 (215,505 | 0530 29(21,42) | 32(23,535) | 0.066 29 (21,42) 3059 (22, 0197
53.61)
AST (U/L) 29(22,42) | 31(2542) | 0801 28(22,42) | 33(24,465) | 0190 28(2145,42) | 31(23,4437) | 0.494
PT (s) 126 122 (116, 13.4) | 0.567 126 12.1 (11.6,13.4) | 0.373 1257 122 (11.6,13.4) | 0.628
(118, 137) (118, 137) (117, 137)
PLT (10°) 105 (60, 152) | 105 (725, 0.662 1065 (59.5, | 102(72,143.25) | 0.868 10524 (5857, | 102,66 (72, 0.768
1445) 153.25) 151.6) 141.64)
Child-Pugh om0 I Coen » | 1.000
A 79 (81.4) 106 (80.9) | 75 615) 78 (84.8) 785 (813) 1063 (81.3)
B 18 (186) 25 (19.1) 17 (18.5) 14 (152) 181 (187) 245 (18.7)
Cirrhosis 0432 0.844 0.829
No (16 0169 27 (206) 16 (17.4) 15 (16.3) 173 (179) 249 (19.0)
Yes 81 (83.5) 104 (79.4) | 76 626) 77 (83.7) 793 (821) 1059 (81.0)
Portal 0780 0.760 0.961
Hypertension
No 36 (37.1) 51 (389) ks (38.0) 33 (359) 364 (37.7) 497 (38.0)
Yes 61 (62.9) 80 (61.1) 57 (62.0) 59 (64.1) 602 (62.3) 811 (62.0)
Number 0.658 0.704 0.886
Single 80 (825) 105 (80.2) 76 (82.6) 74 (804) 77.4 (80.1) 105.8 (80.9)
Multiple 17 (175) 26 (19.8) e 18 (196) 192 (199) 25 (19.1)
Tumor size (cm) | 23 (17,27) | 2(175,255) | 0472 23(17,27) | 22(18,28) | 0669 23(17,27) | 21(18,26) | 0.600
Ablation route 0909 0761 0.838
Laparoscopic 37 (38.1) 49 (37.4) 34 (37.0) 36 (39.1) 37.8 (39.1) 498 (38.0)
Percutaneous 60 (61.9) 82 (62.6) 58 (63.0) 56 (60.9) 589 (60.9) 811 (620)

Abbreviation: PSM, propensity score matching; IPTW, inverse probability of treatment weighting: BMI, body mass index; AFP, alpha-fetoprotein; ALB, albumin; TBIL, total bilirubin; ALT,

alanine aminotransferase; AST, aspartate aminotransferase; PT, prothrombin time; PLT, platelet.
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PFS

Crude model

HR (95C1%)

HR (95C1%)

065 (0.45-0.94)

0os

Crude model

HR (95C1%)

0.024

056 (0.38-0.82)

HR (95CI%)

0.003

054 (0.31-0.92)

EMS

Crude model

HR (95CI%)

034 (0.14-0.84)

0.024

P

0.020

055 (031-0.95)

HR (95CI%)

0.40 (0.16-0.99)

0032

0.049

Model 1: Huaier adjusted for Gender, AFP, grade; TBIL, grade, size grade, and ablation route.
Model 2: Huaier adjusted for Age, Hepatic virus, and ALB, grade. Model 3: Huaier adjusted for Age, ALT, grade, and ablation route.
Abbreviation: PFS, Progression-free survival; OS, overall survival; EMS, extrahepatic metastasis survival; AFP, alpha-fetoprotein; TBIL, total bilirubin; ALB, albumin; ALT, alanine

RS P
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Hepatobiliary

30 ICSRs
13 males, 16 females, 1 unspecified
age: 19-65 years (18 cases), 265 years (10 cases),

(unspecified: 2 cases)

Pulmonary

43 ICSRs
13 males, 30 females, 1 unspecified
age: 2-11 years (1 cases), 19-65 years

(31 cases), 265 years (6 cases), (unspecified: 5 cases)

Anaphylactic responses

9 ICSRs
3 males, 6 females
age: 19-65 years (8 cases), 265 years (1 cases)

System organ class

High level group
term

Preferred term

Investigations Hepatobiliary investigations | Alanine aminotransferase 21
increased
Investigations Hepatobiliary investigations | Aspartate aminotransferase 21
increased

Investigations Hepatobiliary investigations | Liver function test abnormal 3

Hepatobiliary disorders Hepatic and hepatobiliary | Hepatic function abnormal 2
disorders

Investigations Hepatobiliary investigations | Blood bilirubin increased 2

Hepatobiliary disorders Hepatic and hepatobiliary | Hepatitis acute 1
disorders

Hepatobiliary disorders Hepatic and hepatobiliary | Hepatitis toxic 1
disorders

Hepatobiliary disorders Hepatic and hepatobiliary | Jaundice 1
disorders

Investigations Hepatobiliary investigations | Hepatic enzyme increased 1

Respiratory, thoracic and Respiratory disorders NEC | Dyspnoea 2

mediastinal disorders

Respiratory, thoracic and Respiratory disorders NEC | Cough 8

mediastinal disorders

Respiratory, thoracic and Respiratory disorders NEC | Respiratory distress 2

mediastinal disorders

Infections and infestations Infections - pathogen Pneumonia 1
unspecified

Respiratory, thoracic and Bronchial disorders (excl Wheezing 1

mediastinal disorders neoplasms)

Respiratory, thoracic and Pleural disorders Pleural effusion 1

mediastinal disorders

Respiratory, thoracic and Respiratory disorders NEC | Irregular breathing 1

mediastinal disorders

Respiratory, thoracic and Respiratory disorders NEC | Respiratory depression 1

mediastinal disorders

Respiratory, thoracic and Respiratory disorders NEC | Sputum increased 1

mediastinal disorders

Immune system disorders Allergic conditions Anaphylactic reaction 8

Immune system disorders Allergic conditions Anaphylactic shock 1
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Probablelikely

Possible

Unlikely

Cases, n (%)

27 (25)

161 (14.6)

616 (56.1)

132 (12.0)

Most frequent HMP—AE combination

Jagyakgamcho-tang: constipation (3)
Banggiwhanggi-tang: Dry mouth (2), Insomnia (2)
Bangpungtongseong-san: Dry mouth (2)

Eunkyo-san: Urticaria (7), Angioedema (5), Rash (4)
‘Woohwangchungsim-won: Somnolence (4)

Bangpungtongseong-san: Insomnia (36)
Kyuongok-go: Diarrhoea (19)

Bangpungtongseong-san: Dry mouth (8), Somnolence (4), Tremor (4),
Dizziness (3), Sleep disorder (3)
Galgeun-tang: Generalised oedema (3), Weight decreased (3)

Conditional/unclassified

‘Unassessable/unclassifiable

Not applicable

19 (1.7)

138 (12.6)

6(05)

Bojungikgi-tang: Weight increased (3)
Kyuongok-go: Abdominal discomfort (2)
Ssanghwa-tang: Diarrhoea (2)

Kyuongok-go: Pyrexia (6), Diarrhoea (5), Erythema (5), Hypersensitivity (5),
Rash (5), Flushing (4), Pruritus (4), Urticaria (4)
Gongjin-dan: Pruritus (4)

Ssanghwa-tang: Product quality issue (2)
Banhasasim-tang: Vertigo (1), Vomiting (1)
Bangpungtongseong-san: Product prescribing error (1)
Ssanghwa-tang: Expired product administered (1)
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Licensed herbal medicine products n (7 Production amount ranking

Bangpungtongseong-san (Fangfengtongsheng-san, Bofutsusho-san) 297 (269) 6
Kyeongok-go (Qiongyu-gao, Keigyoku-kou) 144 (13.0) 2
Eunkyo-san (Yingiao-san, Gingyo-san) 108 (9.8) 10
Uhwangchungsim-won (Niuhuanggingxin-whan, Goouseishin-gen) 62 (56) 1
Galgeun-tang (Gegen-tang, Kakkon-to) 52 (47) 8
Ssanghwa-tang (Shuanghe-tang, Souwa-to) 43 (39) 5
Bangkeehwangkee-tang (Fangjihuanggi-tang, Boiogi-to) 41 (37) 1
Cheonwangbosim-dan (Tianwangbuxin-dan, Tennouhoshin-tan) 38 (34) 7
Gongjin-dan (Gongchen-dan) 36 (33) [ 3
Socheongryong-tang (Xiaoginglong-tang, Shoseiryu-to) 30 27) 12
Banhasasim-tang (Banxiaxiexin-tang, Hangeshashin-to) 24 (22) 9
Jakyak gamcho-tang (Shaoyaogancao-tang, Shakuyakukanzo-to) 22 (20) -
Ojeok-san (Wuji-san, Goshaku-san) 16 (1.4)

' Sogunjung-tang (Xiaojianzhong-tang, Shokenchu-to) 15 (14) -
Maekmundong-tang (Maimendong-tang, Bakumondo-to) 14 (13) 13

*Herbal medicines with Chinese or Japanese names in parentheses. The compositions of these herbal medicines are provided in Supplementary Table §5.
"Dyiliing of 154 Booniesd Nabal iiedicitie peoducti b oondibtian; S s Xoce S
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Causality of each dru n (%)

Suspected drug 913 (82.6)
Concomitant drug 192 (17.4)

' Interacting drug 0(0.0)

| Administration period

| up to 1 day 145 (13.1)
2-5 days 94 (8.5)
6-10 days 26 (24)
11-50 days 70 (6.3)
50 days ~ 18 (1.6)

' (Missing) 752 (68.1)

VAction taken
Drug withdrawn 494 (44.7)
Dose reduced 38 (34)
Dose not changed 82 (7.4)
Unknown [ @n
Not applicable 89 (8.1)
(Missing) 357 (32.3)
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Patient demographics of 48 ICSRs® n (%)

Age at the time of occurrence

0-27 days 0(0.0)
28 days to 1 year 122
2-11 years 0(0.0)
12-18 years 1(22)
19-64 years 34 (75.6)
65 years ~ 9 (20.0)
Sex ‘
Male 17 (35.4)
Female 31 (64.6)

Category of serious adverse event in 48 ICSRs/99 adverse events® ‘

Death 2(42)/8 (8.1)
Life-threatening 3(6.3)/3 (3.0)
Hospitalization (initial or prolonged) 31 (64.6)/51 (51.5)
Disability or permanent damage 0(0.0)/0 (0.0)
Congenital anomaly/birth defect 0 (0.0)/0 (0.0)
Important medical events 16 (33.3)/43 (43.4)

99 adverse events classified by System Organ Class

Skin and subcutaneous tissue disorders 19 (192)
Investigations 17 (17.2)
Respiratory, thoracic and mediastinal disorders 12 (12.1)
General disorders and administration site conditions 10 (10.1)
Gastrointestinal disorders 9(9.1)
Nervous system disorders 6(6.1)
Eye disorders 4(4.0)
Immune system disorders 4(40)
Infections and infestations 4(4.0)
Hepatobiliary disorders 3(3.0)
Musculoskeletal and connective tissue disorders 3(3.0)
Metabolism and nutrition disorders 2(20)
Psychiatric disorders 2(20)
Blood and lymphatic system disorders 1(1.0)
Cardiac disorders 1(1.0)
Injury, poisoning and procedural complications 1(1.0)
Vascular disorders 1(1.0)

“Three patients had missing age data.
"An ICSR, and an adverse event can be classified under more than two serious adverse event
categories.
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System organ class Adverse event (preferred (VA) PRR ROR 1Co25
Gastrointestinal disorders Diarrhea 95 (58) 182 187 015 3543
Skin and subcutaneous tissue disorders Urticaria 87 (53) 069 067 -125 1263
Skin and subcutaneous tissue disorders Pruritus 77 (47) 056 054 -160 2882
Skin and subcutaneous tissue disorders Rash 72 (44) 0.69 0.68 -132 10.02
Gastrointestinal disorders Abdominal discomfort 69 (42) 510 528 145 2421
Psychiatric disorders Insomnia 67 (41) 582 603 161 263,60
Nervous system disorders Dizziness 54(33) 036 034 -237 66.62
Gastrointestinal disorders Dyspepsia 51(3.1) 131 132 056 342
Nervous system disorders Headache 51(3.1) 047 045 -201 3201
Gastrointestinal disorders Nausea 49 (30) 018 016 -337 21071
Gastrointestinal disorders Abdominal pain 43 (26) 140 141 054 468
Gastrointestinal disorders Vomiting 43 (26) 035 033 -252 5646
Cardiac disorders Palpitations 37 (23) 310 315 046 50.88
Gastrointestinal disorders Dry mouth 2o 230 232 -003 235
Gastrointestinal disorders Constipation 30 (18) 124 125 -090 120

ALT, alanine aminotransferase; AST, aspartate aminotransferase.
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Prevalence (%) Confidence

Hedyotis diffusa Willd Gui-Lu-Er-Xian-Jiao 215 83.1 21
Hedyotis diffusa Willd Jia-Wei-Xiao-Yao-San 14.6 758 | 19
Hedyotis diffusa Willd Scutellaria barbata D. Don 126 953 [ 23
Jia-Wei-Xiao-Yao-San Gui-Lu-Er-Xian-Jiao 111 43 22
Hedyotis diffusa Willd * Reynoutria maltifora (Thunb) Moldenke 90 759 1o
Gui-Lu-Er-Xian-Jiao Reynoutria multiflora (Thunb.) Moldenke 89 747 29

Prevalence indicates the percentage of each combination among all prescriptions (n = 665). Confidence and lift represent the strength of each combination, with higher values representing
stronger connections between CHMs.
A beeviatiain CEIM dilime birhal iedicine: B0 Boikapml caicw.
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HR (95% ClI) P HR (95% Cl) P

All CHM users (n = 49) ‘ 0.69 (0.50-0.94) 033 (0.14-0.76) 0.009
CHM nonusers (n = 703) [ 1 (reference)

Use of CHM by duration

<21 days (n = 25) 0.99 (0.67-1.46) 0961 108 (0.41-2.83) 0.875
>21 days (n = 24) 0.4 (0.27-0.70) 0.001 0.18 (0.07-051) 0.001

Abbreviations: CHM, chinese herbal medicine; CI, confidence interval; EC, esophageal cancer; HR, hazard ratio; aHR, adjusted hazard rati
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HR (95% CI)

‘ Different PS models

IPTW (n = 752) 069 (0.51-0.95) 0.025
ATT (n = 752) 067 (0.49-0.93) 0.016
Overlap weighting (n = 752) 0.68 (0.49-0.93) 0.016
1:5 PSM (n = 524) 0.70 (0.50-0.98) 0.035

Different populations

All patients, without landmark design (n = 1,310) 054 (0.40-0.73) 0.000

Model with 90-day landmark analysis (n = 1,024) 0.60 (0.44-0.81) 0.001

Abbreviations: ATT, average treatment effect for the treated; CHM, chinese herbal medicine; CI, confidence interval; HR, hazard ratio; IPTW, inverse probability of treatment weighting; PSM,
propensity score matching,
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CHM Count  Prevalence (%)

Hedyois diffusa Willd 265 398
Gui-Lu-Er-Xian-Jiao 172 259
Jia-Wei-Xiao-Yao-San 128 192
Salvia miltiorrhiza Bunge 9% 17
Scutellaria barbata D. Don 90 135
Reynoutria multiflora (Thunb.) Moldenke | 79 1o
Frtllaria thunbergii Miq s 17
' Sha-Shen-Mai-Dong-Tang 77 1.6
Bu-Zhong-Yi-Qi-Tang 68 102
Suan-Zao-Ren-Tang 67 101

Abbreviations: CHM, chinese herbal medicine; EC, esophageal cancer.
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Author Sample  Male/ Intervention Reperfusion  Courses/  Follow- Outcomes

(publication size (T/C) female strategy day  up/week
year)
TliC
Yang et o, (2022) 555 3 3 G245: | Xushuantong injccion 300 mg + | Asprin, Plavix, lowmolecular ra 7days 21w 00
w u | s S GS250mLqdivgn | weightheparin, Tatin, ACEL -
61742769 blockers, nitrtes, nd rhENP
Yang et al. 2015) w2 20 2 61192 | Xushuantong injection 250 mg + | Aspiin, Plavi, urokinase “Thrombolyss 1idays s 000000
B 0 @7:96 5GS250mladivge injecion, and low-moleculr
‘weght hepain clcum
Zhong and Zheng, @06 38 %6 51753 | Thrombolyss atthe sumetime  Urokinase njeton,aspirin, | Thrombalyss 7 days I o080
Cor9) 3133 4996l | adminisering Xueshuaniong and slprotadil injecton
injection 500 mg + 09% NS.
250 mL. qdiv gt
Xie. 017) A0 20 2 Th463 | Xushusntong injecion 300 mg + o ra 7days aw 00000008
16 18| 726267 | 09%NS 30mLdiven
Guo. (2019) M 2 25/ S528% | Bofore PCI Xuesitong njecon | Aspin, Plvi, low-mlecular ra 14 days aw ©6000
v s 40 mg v deop. At PCL, weight heparin, tiofiban
5559+ 814 | Xuesatong injection 400 mg +09% | ydrochloride, Tatin, ACEI,
NS. 250 mL qd i g and f-blockers
Sun etal. 20200) SUS0 34 39 5583+ | Before PCL Xuesitong injectin | Aspiri, Plavix, low-molecular rar 1 days 2w ©000®
615 w2 100 mg v drop. Afer PCL, ‘weight heparin, tirfiban
5594839 | Xuesatong injection 100 mg +09% | ydrochoride, Tatin, ACEI,
NS. 250 mL qd i gt and f-blockers
Zhou etal. (20180 @ 33 3§ 5535+ | Xucsitonginjecion 200 mg + 09%  Aspirn, Plavis, Tatin, ACEL a 1days aw 0000000000
EAE AN NS. 250 mL qd i gu and p-blockers
54792745
Zhang, (2019) 60 38 a1 S5 | Before PCI Xuesitong njection rar 1 days w o
2 9 s 100 mg i drop. Afer PCL,
50874794 Xuesaitong inection 100 mg + 09%
NS, 250 mL qd i g
Chen. (2019) Sust 33 30 8+ | Before PCL Xucsitong injectin | Aspiri, Plavix, low-molecular v ua 2 ©00000
n o u s 400 mg v drop. Afer PCL, | eight heparin, and tirofban
59792428 | Xuesstong inection 400 mg + 0% hydrochloride
NS. 250 mL qd i gr
Qo et (2016) W0 2 W 6179 | Nuesatong injecion 400 mg + 5% | Aspri, Plavix, and Tatin ra 1days 2w 00
W 16| @578 GS.250 mi. qd iv g
Sun et al. (20200) 5050 32/ 30 5902 | Xuesaitong injection 400 mg + 5% Aeplase + CT Thrombolysis 15 days 2w foleTor:)
| e GS. 250 mL od iv grt
9142626
i and Liu. (2022) 54754 33 35 5342 | Xueshuantong injection 00 mg +  Altplase, Low-molecular Thrombolysis 7 days aw 000008
PR 5% GS. 250 mL qd iv gt weght heparin, ACEL -
55794946 blockers, and nitrates
Xin and Qian. (2018) 5453 33/ 31/ 51984/ Before PCI, Xuessitong injection | Aspirin, Plavix, and Tatin vt 14 days 2w 008
2 2 23:82 | 100mgivdrop Aer PCL
Xussitong injection 100 mg + 09%
N.S. 250 mL qd iv gtt
ZhangandDuGI9)  4OM0 | 28 26 6723% | Xuesstong injction 400 mg + 0% Bdarsvone + CT = 1 days w ©00
2 | s GS. 250 m. qd i gt
6842353
Fuetal. 0140) EY S I “Thrombolyss at the same time Urokinase + CT “Thrombolyss 7days I o
administering Xucshuantong
injcton 250 mg + 5% G.5. 250 .
adivgn
Fuetal, (01b) 332 0 17 2658 | Thrombolysis atthe same time Urokinsse + CT Thrombolyss Lidays P @000
6 s administering Xueshusntong
injcton 250 mg + 5% G5, 250 ml.
adiv g
Liu et al. 018) 60 36 7 5766 | Before PCL Xucsitong injection | Aspiin, Plavi, low molecular a 1days aw 00000000
u B o 400 mg iv drop. Aftr PC, ‘weight heparin, tirfiban
555+ | Xusaitong njection 400 mg +09% | bydrochorde, Tatin, ACEL,
1009 NS. 250 mL qd iv g and p-blockers
Wang. (2018) 5252 31/ 28/ 5671 | Before PCL, Xuessitong injection | Aspirin, Plavis, low-molecular vt 14 days aw ©08
au e 10 mg v deop. Afte PCL, “weight heparin, tirofiban
5729661 | Xuesstong injection 400 mg + 09% | hydrochloride, Tatin, and f-
NS, 250 mL qd i g blockers
Feng etal. Q017) w | - | - Xucssitong injection 400 m Aspiin, Plavis, and low- rar Lidays 2w )
Intrcoronary njecton va a guided | moleclar weight heparin
atheter
Ganetal (2010) 09 12 1 5726102 Xucsitong injection 900 mg, | Asprin, Plavix, and tiroiban ral 2ais 20w o
5 8 | 554293 | incoronary inection viaa guided ydrochloride

catheter. After PC, Xuesaitong,
injection 400 mg + 0.9% NS
250 ml qd iv gtt

T/C,reatanentgrouplconte groups P, percutancous coromaryintersention; T, conventionl trestments d,once: days g, ntravenous uttacs @ ot efectverte, @ myocardiainforct size, @ ST segment devaton amplitade, @ CK-MB, @ ¢TnT, © €Tal, ©
BNP. ® LVEF, ® LVEDD, ® CO, ® CRP, ® TNF-a, ® IL-6, ® PTX-3, ® ET-1, ® NO, ® SOD, ® major adverse cardiac events, and @adverse response.
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Study Intervention/  Treatment  Sample Size  AgeYear GenderNo. Course, ~ Comorbidity Outcome

population  Comparison time (T/C).Dropout  (T/C) Of Male Year assessment
(T/c) ey ()
1| Chen Quus | China 2arm | Edrly patients with Benaepil A weds 98 (911900 e S r N E ecive e
evre CHE hydoochlorde tblts po niis
2610+ SGCPpo 3¢
Benaeprl
hydeochoride ablts po
rid
3 CulVingols | Chim2amm | Paieniswith CHFfor  Conventonal restment |4 wecks e som2 e 52/ g K N g fcive e, s
more than 3 months+ SGCP 4o i S5+ 532 R, TNF-,
Conventions] catment LVESD, LVEDD.
NP LVEF
3 Gy | Chimdam | SeercCHE(NVHA  Comventons westment | dweeks o Gus0 w2281 1ons N Experimentl goup: | Experimenl goup: | efftve rate
iushuang200s w +5GCP po 3¢ i/ @122 16 cases of coromaryhear | Grade 1120 cass,
Conventionsl eatment e 10 canof | grade IV 14 cases
cantiomyopathy, 6 s | Contrl group:
of theumaicheat | 22 caesofgade 1.
dicae, 2 cusesof | and 12 asesof
pulmonary ber dscse | gade IV

Contol roup: 15 s of
coronary heart discse,
S
cantiomyopathy, 7 caes
of heumtic heat.
diens, 3 cases of
pulmonary hear discse

. e Chimazam | NVHAIV  Comentionl weament |4 wedks 150 G000 @42 1081 s sie2y N Expermentl roup: | effctive e
Xiaopan20ts L SGCP po e it e pryey] 13 caes of gade f, | LVEDD LVEF hs
Conventionsl catment 6 cases of gradel, | CRP TNF.a BNP
1 caes of grade IV
Conil grouy:
12 caes o grade I,
61 cases of grade
17 s of grade V.
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‘ i Chima 2am | Paintswith CHF,  Conventional wcament |4 wecks 8 G50 106649 154 63065 | 55 caseof coromaryhear | Experimental group: | effctive e BNP
Wentao2ol3 hesrkidney Yang» SGCP po 4 tdl dicase, 36 cassof | 11 casesof grade I,
decency paten; Conventional restment yperenion, 26 caesof | 19 case of grade I,
NYHA L didetes(no spedfic | cases o grade V:
aroup descripion) Conro group:
1 cases o grade I
16 cases of rade
3 cassof grade 1V
7 s China 2arm | Patnts with CHF;  Convertionsl wcament |4 wecks wen9g Man 7274 e Experimentl group N efcive e
Fengmei2010 NYHA lland aboses+ SGCP po 3¢ i/ Coromay her discas n LVEDD LVESD
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Outcomes  Sample ations  Inconsistency  Indirectness ion  Publication bias  Relative effect (95% Cl) Quality

Efictive rate 9 685) -r o o o o RR= 121 (114,129) 0 Moderte
LEF 660) -r 3 o o - MD = 458 (140, 775) o Veylow
hs.CRP 3 80) r o o o o MD = 270 (312, -228) 3 Moderwe
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