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Table 1  Distribution of present illnesses in 42 011 partici-
pants enrolled in the large-scale centralized monitoring study on

safety of traditional Chinese medicine formula granules
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B RINERGPIR 1285 (3.06) 1439
A PR AR R 966 (2.30) 1142
5 JFE L% Bl DR R B 977 (2.33) 1049
RIS R SRS 970 (2.31) 1062
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JFIH 22 GE 560 (1.33) 645
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Figure 1 Trends in the average prescribed dosage (equivalent to crude herbal use) of

traditional Chinese medicine formula granules from 2020 to 2025
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Figure 2 Line chart of the top five categories of inappropriate use of traditional Chinese medicine formula granules from 2020 to 2025
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Figure 3 Trends in the consumption of the top five toxic traditional Chinese medicine formula granules from 2020 to 2025



P & 2 E 2026 4F 10 A4 67 #5520 1] Journal of Traditional Chinese Medicine , 2026, Vol. 67, No. 20

+ 2191 -

3.2.3 A ABnZ ey P By B AR L
CTOAR” TR RS, 20204 &4

iz, k54, KEFR0.503%, MWEEAER

BE N, SRR R A SRR, IR 2,

3.3 RAeMWSH

3.3.1 RREFH/RRREE LS AW A

B 42 011 b, FE20 6] (0.069%) H#FH K&k

30NN R, 244 (0.057%) BEEES DA
RN BRI B R 45 R AR TSN, HAtb 2 Ry iy
EEEERL, 2023—2024 4E AN R RN R AR AE T
W3, KAEASNRFM . AR RN EE N — B
DL 4. BAERRRRNR 24 BB EH S, 2614 L
#, ORIASE . 134, 166 % BN 1R
NGO 15615 SR S F, B

&2 BT R AR S T

Table 2 Incompatible herbal combinations in the clinical use of traditional Chinese medicine formula granules [H(%)]

Aozt iz 2020 4F 2021 4F 2022 4F 2023 4F 2024 4F 2025 4F &it

fdE AL (10 72745) (7532451]) (615144) (7677 11) (9481 44) (443 1)) (420114)
72 = 20 (0.186) 0 0 0 1 (0.011) 1 (0.226) 22 (0.052)
IR 9 (0.084) 0 0 0 0 9 (0.021)
T 8 (0.075) 0 0 1 (0.013) 0 0 9 (0.021)
NE -2 3 (0.028) 0 0 0 4 (0.042) 0 7 (0.017)
g p 5 (0.047) 0 0 0 0 0 5 (0.012)
BpFF-— DL B 4 (0.037) 0 0 0 0 0 4 (0.010)
T4 2 (0.019) 0 0 0 0 0 2 (0.005)
G- LBk 1 (0.009) 0 0 0 0 0 1 (0.002)
JI 5= DBk 1 (0.009) 0 0 0 0 0 1 (0.002)
e ay 1 (0.009) 0 0 0 0 0 1 (0.002)
At 54 (0.503) 0 0 1 (0.013) 5 (0.053) 1 (0.226) 61 (0.145)
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Table 3 Distribution of adverse events and adverse drug reactions associated with traditional Chinese medicine formula granules (SS)

[ 1%k (%0 ) & A=A~ 4]
TH 20204F 2021 4F 2022 4F 2023 4F 2024 4F 2025 4F At
(10 727 %) (75324)) (6151 4)) (7677 41) (9481 i) (443 45) (4201111)
AR F 4 (0.037) /4 0/0 0/0 6 (0.078) /6 18 (0.190) /19 1 (0.226) /1 29 (0.069) /30
AR 3 (0.028) /3 0/0 0/0 5 (0.065) /5 15 (0.158) /16 1 (0.226) /1 24 (0.057) /25
AN R R 3 (0.028) /3 0/0 0/0 1 (0.013) /1 5 (0.053) /5 1 (0.226) /1 10 (0.024) /10

T AN RS i 25 TC T 0 SRR 7R IR A I PR i LB 234 LA R
T4 PRI AN R PEAS RSN R B — BT

Table 4  Subgroup analysis of adverse events and adverse drug reactions associated with traditional Chinese medicine formula granules
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%  RENEC IBU%  RAAE ke  RAENE BIBue  RAE

R Uk U

P (41 164 151) 28(0. 068) 29 24(0. 058) 25 HATC251) 0 0 0 0

R (847 4] 1(0. 118) 1 0 0 Ja(41 737 61) 29(0. 069) 30 24(0.058) 25
PR R A (272 41) 0 0 0 0

K 2H) 0 0 0 0 &I

JG(38 490 4] 22(0.057) 22 19(0. 049) 19 FA(S0 i) 0 0 0 0

£ (351941) 7(0.199) 8 5(0.142) 6 75(38 629 41]) 21(0.054) 21 18(0. 047) 18
WETEZ5 A RS2 /= J(333243)) 8(0.240) 9 6(0. 180) 7

KA 2 451) 0 0 0 0 foff PG A

JC(41 949 f51)) 28(0. 067) 29 23(0. 055) 24 7 (30261 4) 24(0.079) 25 19(0. 063) 20

£ (60)) 1(1.667) 1 1(1.667) 1 (11750 f51) 5(0.043) 5 5(0.043) 5
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Table5 Univariate and multivariate logistic regression analyses of adverse events associated with traditional Chinese medicine formula granules

PR Logistic [7]15

ZIHN 2 Logistic [7113

WA OR{H (95%Cl) PiE OR{H (95%Cl) P
AR 1.001 (0.985, 1.017) 0.913 0.988 (0.970, 1.006) 0.196
RO (DU vs DR EY ) 0.576 (0.078, 4.236) 0.588 0.733 (0.097, 5.522) 0.763
BEAEgm s (Lvs ") 0.287 (0.122, 0.672) 0. 004 0.371 (0.130, 1.056) 0.063
RO R R (TEvs B ™) 0.039 (0.005, 0.294) 0. 002 0.074 (0.009, 0.622) 0.017
AT (FTvsEY) 163 995.300 (0.000, o) 0. 990 8266. 559 (0.000, 6.123 E99) 0.936
fIk 2598k 0.987 (0.908, 1.072) 0. 749 1.008 (0.921, 1.104) 0. 864
25 hE 1.000 (1.000, 1.000) 0. 987 1.000 (1.000, 1.000) 0.981
HIHY (EvsHY) 0.226 (0.100, 0.510) <0. 001 0.302 (0. 119, 0.770) 0.012
FPERF (vsHY) 1.864 (0.711, 4.888) 0.205 1.821 (0.678, 4.895) 0.235

e WA ESRKERNREN, a) HSHEI; o, LK,

Fo PETTURAS KRN KA 0 PR R K Z2 IR Logistic [BH /0 Hr 4%
Table 6 Univariate and multivariate logistic regression analyses of adverse drug reactions associated
with traditional Chinese medicine formula granules
N E IR Logistic 114 Z [H % Logistic [F1H

OR{ (95%CI) PiE OR{H (95%CI) PA
AR 0.994 (0.976, 1.012) 0. 498 0.981 (0.962, 1.002) 0.071
RO (DU vs DBRE ) 166 255. 800 (0. 000, o) 0.983 5455.388 (0.000, 8.135KE85) 0.929
BEAgR s (v 5 ) 0.347 (0.130, 0.930) 0. 035 0.370 (0. 111, 1.236) 0. 106
BEAEZG AR RO (s A" ) 0.032 (0.004, 0.244) 0. 001 0.053 (0.006, 0.465) 0. 008
S (s ) 163 964. 300 (0. 000, ) 0. 991 5981.432 (0.000, 5.249 E95) 0.936
H 25 %k 0.998 (0.911, 1.094) 0.967 1.016 (0.919, 1.123) 0.756
FHE5) i 1.000 (1.000, 1.000) 0.979 1.000 (1.000, 1.000) 0. 982
GBI (LvsHY) 0.258 (0.102, 0.650) 0. 004 0.315 (0.109, 0.911) 0.033
BEERF (KvsEY) 1.476 (0.551, 3.953) 0. 439 1.538 (0.558, 4.243) 0. 406

T PR E R B

. a) ABHFLEI; o, TR,
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A Large-Scale Observational Centralized Monitoring Study on the Clinical Use and Safety of Traditional
Chinese Medicine Formula Granules

WU Chengfeng'?, TANG Yagin’, LI Dan'"?, LIAO Jiabao'?, HUANG Kaiwei'?, WU Yanmei‘, YANG Zhongq’
1. China Resources Sanjiu Modern Chinese Medicine Pharmaceutical Co. , Ltd. , Huizhou, 516000; 2. China Resources Sanjiu
Medical & Pharmaceutical Co., Ltd.; 3. The First Affiliated Hospital of Guangzhou University of Chinese Medicine; 4. Guangzhou
Evidence-based Medicine Technology Co. , Ltd.

ABSTRACT Objective To evaluate the safety and clinical utilization of traditional Chinese medicine (TCM) formula
granules based on real-world data, and to provide evidence for their rational clinical use. Methods A multicenter,
prospective, open-label, observational centralized monitoring study was conducted. Participants who received TCM
formula granules in 293 medical institutions throughout China from February 5th, 2020 to May 20th, 2025 were
consecutively enrolled. The year of data collection was used as the stratification factor. Demographic characteristics
(including sex, age, and concomitant medication use) , information on TCM formula granule use (including mean pre-
scribed dosage and inappropriate use) , and adverse event (AE)/adverse drug reaction(ADR) occurrence and related
factors were collected and statistically analyzed. Results A total of 42 011 participants were included in the safety
set (SS), with a mean age of (38.34+22.30) years, including 18 693 males and 23 318 females. Among them,
3519 participants (8. 38%) had a history of or concomitant diseases. The three most common comorbidities were hyper-
tension (1189 cases, 33.79%) , diabetes mellitus (850 cases, 24.15%), and coronary heart disease (471 cases,
13.38%). The top three diagnostic categories were respiratory, thoracic, and mediastinal diseases (7008 cases,
16. 68%) , infectious and parasitic diseases (6591 cases, 15.69%) , and gastrointestinal diseases (4580 cases,
10.90%). Among 41 961 participants with available concomitant medication data, 3332(7.94%) received concomi-
tant medications, and western medicines were the most commonly used concomitant medications (2819 cases,
6.72%). The mean prescribed dosage of TCM formula granules (expressed as the equivalent dosage of crude herbal
pieces) was (158.23+104.86) g in 2020, (131.70+65.84) g in 2021, (130.62+59.96) g in 2022, (86. 74+
50.61) gin 2023, (118.59+52.01) gin 2024, and (134. 38+49. 43) g in 2025. The five most frequently prescribed
toxic herbs were Kuxingren (Semen Armeniacae Amarum, 2746 cases, 6. 54%), Xixin (Radix et Rhizoma Asari, 2193
cases, 5.22%) , processed Kuxingren (862 cases, 2.05%) , Baiqucai (Herba Chelidonii, 747 cases, 1.78%), and
Wuzhuyu (Fructus Evodiae, 645 cases, 1.54%). Prescriptions involving incompatible combinations of the "eighteen
antagonisms" and the "nineteen mutual inhibitions" were most frequently observed in 2020 (54 cases, 0.503%) ,
and then decreased markedly, remaining at zero or an extremely low level thereafter. The overall incidence of adverse
drug reactions (ADRs) associated with TCM formula granules was 0. 057% (24 cases) , indicating a rare occurrence.
The annual incidence was 0. 028% (3 cases) in 2020, O in both 2021 and 2022, 0.065% (5 cases) in 2023,
0. 158% (15 cases) in 2024, and 0. 226% (1 case) in 2025. Among the 24 patients who experienced ADRs, 15 had
inappropriate medication use. Five of the 24 patients used toxic herbs, and all five had inappropriate medication.
Multivariate logistic regression analysis showed that no history of drug-related adverse reactions [ OR=0. 053, 95%CI
(0.006, 0.465) ] and no concomitant medication [ OR=0. 315, 95%CI (0. 109, 0.911) | were associated with a
lower risk of ADRs. Conclusion TCM formula granules are widely used in clinical practice and exhibit a favorable
overall safety. Greater attention should be paid to people with a history of drug-related adverse reactions and those
receiving concomitant medications to further improve medication safety.
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