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[Abstract] Objective: To further assess the safety of clinical application of Shujin Jianyao pills after
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marketing and find its potential risk factors as early as possible, to obtain the real world medication situation of
Shujin Jianyao pills and its incidence of adverse reactions and clinical characteristics, and to explore the factors
affecting the occurrence of adverse drug reactions (ADR). Method: In this study, prospective, large-sample,
multi-center and intensive whole-hospital monitoring with continuous registration was carried out, combined
with telephone follow-up visits 2-4 weeks after the end of medication, for whole treatment course monitoring
among patients. In addition, the three-level quality control was strictly implemented in the monitoring process.
The study used a proprietary electronic data management system for data management, and SAS 9.4 and
R software were used for statistical analysis. Result: From May 2018 to July 2020, the study completed the
safety monitoring of 3 033 patients taking Shujin Jianyao pills in 30 clinical departments of 25 hospitals in China.
A total of 36 ADR cases (49 times) were confirmed by expert assessment on data and supervision quality and
expert interpretation of ADR. Conclusion: According to the World Health Organization (WHO) , the symptoms
of adverse reactions were mainly classified into occasional adverse reactions (0.1%<ADR<1%: abdominal

distension, oral ulcer, dry mouth, constipation) and rare adverse reactions (0.01%<ADR<0.1%: loss of

appetite, rash, fatigue, increased ALT, increased creatinine, dizziness, stomachache, stomach distension,
liver discomfort, pruritus, dysphoria, acid regurgitation, numbness in mouth, abdominal pain, sore throat,
earache, tinnitus). Moreover, through the synthetic minority oversampling technique (SOMTE) combined with
logistic regression, the following factors might affect ADR: taking Shujin Jianyao pills for 1-14 days, aged 46-
65, 66-80 and 81 and above as well as combined use of atorvastatin, cobamamide, calcitriol capsules,
Gushukang capsules, glucosamine, nifedipine, methylcobalamin, metformin, Tenghuang Jiangu pills, Bugu
tablets, and diclofenac sodium sustained-release tablets. This study provided a real world basis for the safety and
standardized use of Shujin Jianyao pills in clinical practice.

[Keywords] Shujin Jianyao pills; real world study; active monitoring; safety; adverse reactions;
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Table 1  Adverse reactions of Shujin Jianyao pills by WHO

symptom classification

ADR > P23
ZEs ADREH WH Ik /‘7[95‘7%175:235(0)}

UL ADR Ik 0285 8 0.264(0.001,0.004)
HT 0218 7 0.231(0.001,0.004)
HEB% 0751 6 0.198(0.000,0.004)
fHEAL 0204 5 0.165(0.000,0.003)
FIULADR  BEHIGR 1955 3 0.099(0.000,0.002)
Kz 0027 3 0.099(0.000,0.002)
Zh 0716 2 0.066(0.000,0.002)
ALTTHE 0348 2 0.066(0.000,0.002)

WLEFTH# 0619 1 0.033(0.000,0.001)

ot 0101 1 0.033(0.000,0.001)
H 0291 1 0.033(0.000,0.001)
Bk 0285 1 0.033(0.000,0.001)
XA 0285 1 0.033(0.000,0.001)
Ja 0024 1 0.033(0.000,0.001)
S 0186 1 0.033(0.000,0.001)
el 1149 1 0.033(0.000,0.001)
1 bk 0062 1 0.033(0.000,0.001)
J# 9 0268 1 0.033(0.000,0.001)
Wi 0521 1 0.033(0.000,0.001)
H 0260 1 0.033(0.000,0.001)
g 0264 1 0.033(0.000,0.001)

222 I WHO ADR 2 F 128 B M R 4 4y K120
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(0.363%) M ik Ko H: B F 1 #F (0.132%) 5 F W
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(0.099%) . H HiX J A0 Ji i 28 2 e (0.066%) 4
B M B F (0.066%) . WT & MR EE T RE B K
(0.066%) . Wi JR & 4t 1 % (0.033%) . M & 2 fil
(0.033%) I F Ge 41 F (0.033%) , W& 2.
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Table 2 Adverse reactions of Shujin Jianyao pills were classified

according to WHO involved organ system

ADR % 1 %

e 1 BE 2y A7) y
4% ADREKAHRLE AU HIRAK %(95% CT)

% ADR W i R G 8% 0600 22
T8 2 45 461 0700 11
W ik B SEHH R E S 0100 4

ZEULADR RIS M AR 1030 3

0.725(0.004,0.010)
0.363(0.001,0.006)
0.132(0.000,0.003)
0.099(0.000,0.002)

ke

X ZAMNEMZ R 0410 2 0.066(0.000,0.002)
Gidh
4 B E 1810 2 0.066(0.000,0.002)
Wr s AT E DI RE S 0432 2 0.066(0.000,0.002)
WK R G F 1300 1 0.033(0.000,0.001)
Pz 2L 0500 1 0.033(0.000,0.001)
&3k 1100 1 0.033(0.000,0.001)

2.2.3  #MUADRZEAIGRIE RF A fEAL 49 1 ik
ADR 3 #% # %& ADR 21 il % [0.692%, 95% CI
(0.004,0.010) ] .—f& ADR 28 f5]¥% [ 0.923%,95% CI
(0.006,0.013) ], JC ™ & ADR % 4=, & 31 49 i ¥k
[1.616%,95% C1(0.012,0.021) ],

Hr & ADR 23R 0 K (8 Bk, 0.264%) .
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WLEF TE = (1] 7, 0.033%) AT X A 3 (1 1) 7k,
0.033%) . & R (1 i ¥k , 0.033%) . W& i (1 1 ¥,
0.033%) . H-15 (1 6] ¥k , 0.033%) . B3 (1 fil ik,
0.033%) . 1§k (1 1 ¥, 0.033%) . il B (1 f7 K ,
0.033%)

— it ADR £ Z R I R 1 K B9 (6 7k,
0.198%) . 1+ (7 il ¥ , 0.231%)  ff £ (5 1] ¥,
0.165%) [ 3 (3 7% ,0.099%) \ALT J & (2 il ¥k,
0.066%) . %% ¢ (1 1l ¥k , 0.033%) . M i (1 1) %,
0.033%) .3k % (1 il % , 0.033%) . & J%if (1 1 ¥ ,
0.033%) . 5 e i Fed (148117, 0.033% ) o
2.2.4 ADR MBS 4FAE 36 1 (49 ]k ) ADR &
B A A E R A db PEAE A PR R XL AR
DX Y ADR 3 2236 3k B /R (3119, 6.12%)

- 105 -



H28 B 15
202248 H

HEXBAFZRS

Chinese Journal of Experimental Traditional Medical Formulae

Vol. 28,No. 15
Aug. ,2022

H(3HIK,6.12%) .2 J1 (2 511K, 4.08%) , PE L b
X HJ ADR =28 B0 1 5t 97 (6 1K, 12.24%) |
L (4 B IR, 8.16%) . 1T (341K, 6.12%) . JiE ik
(3BIK,6.12%) , & 1 it [X () ADR 5 /0, 2R 8
9 ALT JF 55 (1 1 7%, 2.04%) . 8 e Ik ) (1 1) ¥,
2.04%) , T4 Bg M X 19 ADR 3= B 2% 30 0 i K (4 v,
8.16%), W5 3.

#3 ADRMIE S HHE
Table 3 Regional distribution characteristics of ADR

¥ His I B ADRFFHE BIRAR L%
1 Al EMERE R ERE AR 3 6.12
M 3 6.12
z7h 2 4.08
R 1 2.04
B% 1 2.04
(S 1 2.04
2 Apdp bRt EEE L ERE RS 1 2.04
B ks 1 2.04
30 AL JER Tk IR R R kR 1 2.04
4 VEIE HOR A P B 535t 9 6 12.24
i Fis 4 8.16
RES 3 6.12
i Jik 3 6.12
ALT 7t 1 2.04
B% 1 2.04
R 1 2.04
S 1 2.04
R 1 2.04
o 1 2.04
5 A R P EER ALT 7 1 2.04
i e K F 1 2.04
6 VR PEREERICERE T EER BT X RS 1 2.04
REE 1 2.04
1R 1 2.04
1 Jrd 1 2.04
Lt 1 2.04
7 VUEE AR PR B ik ik 4 8.16
H 1 2.04

NG S 1 2.04

PEERE

2.3 ADREHFMIAER

231 M5 36 ] ADR  H F Y AE
(57.17£12.78) % , 46~65 % 4F & Bt N B 2, 5
47.22%, ik # (25/36,69.44% )W L £ T 5 v
#(11/36,30.56%) .

232 FHEPZHW 3611 ADR MY FE B2 W 35
& DAJBEAE R] 4% 28 ) RO B E R RO E
P14 JVEE T 8 9 AR, 3 B O N A e I 12 R R AR
PEH R AR IL R B, WK 4,

%4 ADREZNHEELHEHRHH

Table 4 Distribution of diagnostic names of western medicine of

ADR patients

V4 5 2 0 42 7 R R LA /%
LA 17 25 5 13 19 45.24
5 R 9 21.43
W A T R 4 9.53
A 7 S5 44 2 A 56 ) 3 7.14
[=IDES 1 2.38
A A e A 1 2.38
WA R 1 2.38
AT 1 2.38
JBE B Sk e it P SR BB 1 2.38
I 1 2.38
PR R R 1 2.38

2.2.5 AR R HE B ADR & AR AREF5E ST

W 3 033 5 g F L, b, BbE 1 099 ], Pk

1 934 4] ;36 4] ADR Hr, 55 ¥ 11 1] (1.001%) , Zc Pk

2541(1.293%) , LB ETHADR K AR E TH
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x5 ADREBEMHEIHESTH
Table 5 Distribution of traditional Chinese medcine (TCM)

syndrome differentiation of ADR patients

R HHIE 151%5/151 A1/ %
I 5 25 69.44
A 1L 9 25.00
FE TR IFBH 1 2.78
BN 2 1 2.78

2.3.4 iHEE 364 ADR B 1 J0 BE AR H A 24
ADR/AE A 3 1] /5 3 A7 b sk, HL¥ S 25 W 3 sk
(FERWRRLGY) FHRENFWHRE), FEL
R BN B 92 | R i3 BH 1 R JER R 9

24 ADREHHZ(EE 366 ADR ¥ #4% M
UE B AR R IR EAT IR 2, Z 8 ADR B (26 1],
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72.22%) B9 25 97 AR R 15~28 d, Hi Wk o 1~14 d
(5 ,13.89%) F1 29~44 d(5 7 ,13.89%) . 36 i i
HHE I 21 R, A JF VG 25 2 DL
JRNEE B 45 R F 5 A T T v s 2 3 2 DL e I 2
PRI R SO L LR 6 FIFR 7.

®6 ADREBEGHABMAHREZMIM

Table 6 Distribution of names of combined western medicines of

ADR patients

SR N /%
TS I R R Y 2 6.67
UK 2 6.67
51 /R TR SR 2 6.67
TR R A A T 2 6.67
W MR 2 6.67
ZE R RR R 1 3.33
nit A% %7 il 1 3.33
AT 1 3.33
) i F- 1 3.33
T R 22 70 kg 1 3.33
JE TR 2 JIK TE 4 1 1 3.33
By 35 1 3.33
IR P R R 1 3.33
T 2K b P 22 e 1 3.33
TR T bk 3Rl R 1 3.33
SUD $H B S 5 1 3.33
Fit GF AABTT 5 J 1 3.33
TS A 2 D A 1 3.33
B E R J 1 3.33
RAEEFI 1 3.33
i i 1 3.33
RUS N 1 3.33
% 571 W i 1 3.33
Fa] ] D bR 1 3.33
e S [l T S5 R 1 3.33

2.5 I ADREEFIZYmF[E] 30 ) & 7E PR B T IR

JH25 14 d N HI 3 ADR, Hoh BE B T 1A 25 1~3 d N
BB A A 5191 (13.89%) ,4~7 d N HE R AY A 12 4]
(33.33%) ,8~14 d W B A 13 4] (36.11%) , 15~
28 AN I AT 401 (11.11%) ,29~44 d N 3 9 A7
241(5.56%) .

2.6 ADR Kb 5t & 50 36 ] ADR B35,
2811 (77.78% ) 45 T4 25 W5, 1491 (2.78% ) s 12 )i iRk
FH L7060 (19.44% ) ik 25 2o 72 v JC W] R38R HF AT 4

K7 ADRBESHRANHARERST
Table 7 Name distribution of combined TCM drugs of ADR patients

25 i 44 1510 /151 /%
(EAE 3 2 12.50
IR 3 2 12.50
FHELT S 2 12.50
AL 2 2 12.50
E PN A& 1 6.25
T i 1 6.25
HRAY IR B ST 1 6.25
TS A E 1 6.25
DR i it 1 6.25
Gl 1 6.25
T W f i o 1 6.25
5k 1 6.25

PRALBE . VAT, 314 (86.11% ) f8 3 L2 A, 4 f
(11.11%) &F %%, 1 1 T B 2 AS 35 (2.78%) o 36 fil
ADR X J5 B SR ¥ TC I R . 36 1) ADR B3,
8 il £ 3 P IR R T A A M R, A 149 (2.78% ) R
H UGB T [FAE ) ADR.
2.7 ADR N H E 55 Hr
2.7.0 W EFRES)E AN X ADR B CE IR
2y f[a] AR VY B2 Ll sl Ll 2 AN R S
P A I 28R AT 5y )2 0 B A5 R R L IR 2 R
B (1~14 d) | 4E 14 (46~65.66~80 % A Bf ) ] BE 2
ADR By 52 K % o
2.7.2 R Z oo G U 25 SN
#3033 f4] , H ' ADR /B # 36 i , 3 ADR & &
2 997 B, J& T E AN P i 0 B o AR B R CR
SOMTE #ili ¥ Bt & Logistic [f 13 09 77 ¥ #F 17 &
B2 1 5638 i SOMTE #li k£ 4k 38 ¥ T 25 (ADR
N H#E A ADR AHE ) B0 AS - i ] 80 5 P £ 47 00
Logistic [l )9, 3 i [8] )4 2 >0, P {E<0.05 1Y A % .
SMOTE #4100 ¥ , & I #F #E47 — I Logistic [l 4,
SR JE X BT A 1 A AR R (G B E ) 1A 100 Yk bk ik
AT, 2 R UL A% 8. ARG R 8 T, AR A TE 46~
65 % F1 81 4 Je LA I+ A I8 FH BTG AR AL TT L R 1 46
Jile B Al = AR R R A R R
R ST F G e RO | e (R R AN A
AT RN R I B & TR X A 5 KA
ADR.,
3 iFit
X RPN AL MR
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x8 ELZLI100XSMOTEHMHEHREOIEFIAK>0EZRAFTEITES
Table 8  Variables with regression coefficient > 0 in 100

consecutive SMOTE samplings

Fri A B R
1 BT ST A 7T 30
2 I 4 e 18
3 AL = R 9
4 G B 7
5 AT BE81 B R L 7
6 I 6
7 (SRS 3
8 P 4l Jrg 2
9 ZHBUIR 1
10 T B A e 3 1
11 R 1
12 MRS TR NG R 1
13 IR 5 BL 46~65 % 1
14 iy =] E R 0
15 AR R A S 0
16 B < e M 0
17 PN 0
18 A IRiE 0
19 B IO V5 TR 0

20 SR 22 Ik 5 W 0
21 BT 9 b R T S 0
22 B R A 0
23 AE IS 4 Bt 66~80 % 0

Aol A A7 AR E 24 7 B R T TT A o 2 a4 D G
P A Y T, R AR i S R R T

®9 FHREAIMBIEXERERENER

PARIEN - EENE, BRI CRRAEW
FRME, 201148 05 7, B ZAHGE AL 25 5 R R
N7 A2 55 A PR A (AR A2 815 ) e TE
SR T HE sl Az 7= Al T R 24 R W T 1
HLCAE =R 72 UL e ) ) 3 UL 1Y oA 5 22 > 45 5 D 0 A
L, AT UL G 2 R AR A

ET A3 A L b T RS G R 2 A M I B 9 R
TR X B A P MR I A A K, 2018 4F 5 H &
20204F 7 H & IL 25 RIEBE (30 KR =) & 5
TARWESE, SE LT 3 033 {3 & i 6 N AL H 245 58 & 1
B A PR W D S R R PRAT =GR A o
BT B B W T R KT AR 28 IE T ADR B K
2 Wik ADR 36 9,49 il ¥k . % 8 WHO ADR
B AR 2325 5 M 4 WL ADR(0.1%<ADR<1%) Fl1 5%
i, ADR(0.01%<ADR<0.1%), W3 9,

AW 73 A5 K, 46~81 % ANBE P BAERE
— 7 T 2 R T 1 R R, B A 18
SR L IR 24 1 B b T BB AR AE Z WA 25 5
— 5 TH M AR O B g5 T RE A N AR AR AL
AR, B4 5 & 4 ADRPSY ], A BIF 5
SMOTE #li # 43 fi 45 oK &, 81 % DL b1 I 3 I AL
(7/100)>46~65 % 1) ik 2 X EL(1/100) , K It AH X T
46~65 % HAHE , & AT AT A 2 2k 78 b 5 s
2 AW . AN, N ADR [0 & AR R R B AR
21— ADR(UN 292 e H il N 55 ) 2 &
ATE 255 1~14 d N, 0T 25 300 1) 7 455 282 G 13 25 9
i) — Mt ADR; I I 5 T AR 41 35 48 ADR fEAE i K )
FHZ5 11 2 1 & BUIT S, BT LU 7 A2 245 3 W G TR 24
Yy 10 JE 5 401 45 ADR™ . £8 b 7R I PR 24 1 A
HE— SRR T BB & ADR (520 R 2, 0] L)k i

Table 9 Centralized monitoring results of Shujin Jianyao pills in registered hospitals

TEMP 8 I AU BE g 4R Hh ik (3 033 f31))

el
- Yie—f Wik U ADR 42K it ADR B K E XRG4y it ADR IR 432
ADR KR —fif ADR 28 11K (0.923%, J& T W, ADR) ;3 % f i ADR(0.1%<ADR<1%)FIFEW i Il ADR(0.1%<ADR<1% ) I 5= il
ADR 21 f| 7% (0.692%, J& T-1# . ADR) ADR(0.01%<ADR<0.1%) ADR(0.01%<ADR<0.1%)
KRR — B ADR ET R ALT T, 295 e 6, I B RS TR, KA B0 Wk DR 0T 5 52
g fERL, T, DD, B . BT A B & ADR BRI SR ; 2200 s RIS B & R 4, UL s 9% 2 1 (ALT 7+ L
FEZLUEF T T AGE A, R, S AOGE , P R INE 2 R G0, a2 Bk e Ry BT e ks B B B R IT IXOR
Z 7 W B ER R B FESIRE, IR R G0, W R G E A2 3 RRE BB SRR | BRI IR R
% W £ 7™ 5 ADR % 1) Eil oo B
i3k o A 36 51 (49 YK ) ADR 3 EE 40 A7 7 o AYLEAL DAL LB P DY R X3, et bIX . FE RN EHEGE 0T 2 8 WX
FERIN D07 SR O T AKX ADR A /D, TR IR ALT T 8 e Ak ol 5 7 pg b X« 2 R B R
M4
A DRy KEAE 1~14 d; QIF IR TE 46~65 % .66~80 % 81 %5 K LU 1 s @G I I 2y « FIFEARAMLTT IR 174 e B b = BN 22 15 35 B

JRE e A HE A A R T TR T OBUIE e B R M OO PR N R A
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b PRI PR %2 42 I 25
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1) 2 45 O T, 1T BE AF AE — B ARAR R PR I K =
UE AP 24 T — A 0T £ i AOUL M AR Y
J“# ADR,— it ADR/AE Al fig 9 Z W% . Jt Hi A 24 Ui
W s v, 5 U R b AR B A A R ) S
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AT T =GB S, R LA 0y A A R
ARG PEATEE S B, B TR AR SRS
1 & A BRI DR AIE T 4% 43 ol 1 TR AR R A RE
A7 FIF 58 B4l LS T &
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I R 42 4 5 3T 24, [ AR R HH 245 AU, 2 177 O JiE
TN R e, HRRAE 40t SRk ke .
[ Ef L Sk 24 A 7 Aol % 28 245 el itE — 20 3R AT 24
SRy T2 T A R et S T A A AL X
B 2 i 1R, 56 38 25 W UG W B ADR A5 1k I 4
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