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SPIRIT 2013 Checklist: Recommended items to address in a clinical trial protocol and 
related documents* 

Section/
item 

Item
No 

Description                                              Report page  

number 

Administrative information  

Title 1 Effects of Astragalus injection and Salvia Miltiorrhiza injection 
on serum inflammatory markers in patients with stable 

coronary heart disease: a randomized controlled trial protocol        

 
1 

Trial 
registrati
on 

2a China Clinical Trial Registration Center: ChiCTR1900021590. 
Registered on February 28, 2019 

2 

2b All items from the World Health Organization Trial Registration 
Data Set. Please refer to Item 2a and registration in the China 
Clinical Trial Registration Center: ChiCTR1900021590 

2 

Protocol 
version 

3 June 01, 2019 and version 2.0 13 

Funding 4 This research is supported by National Natural Science 
Foundation of China (No. 81603460, to Q.L.), Postdoctoral 
Science Foundation of China (No. 2015 M581533, to Q.L.), 
Guangdong Provincial Bureau of Traditional Chinese Medicine 
(No. 20184015).The National Natural Science Foundation of 
China is supporting the overall idea of the entire subject 
research, and data collection; The Postdoctoral Science 
Foundation of China is supporting provision of clinical research 
programs, and technical support; while the Guangdong 
Provincial Bureau of Traditional Chinese Medicine is mainly 
responsible for financial support . 

14 

Roles 
and 
responsi
bilities 

5a The name of the program contributor: XY; The subsidiary body 
is the Guangdong Provincial Bureau of Traditional Chinese 
Medicine 

14 

5b The Guangdong Provincial Bureau of Traditional Chinese 
Medicine; Tel: 020-83848486 

14 

 5c DW and QL designed the study. ZL, YL and XY drafted the 
manuscript. QL finalized the manuscript. Critical comments 
and typesetting correction on the final version are made by ZZ. 
All authors read, revised and approved the final manuscript. 
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 5d The main departments of this research include the following 
components:(1)A competent department, composed of 
clinicians, pharmaceutical researchers and quality supervision 
experts, which will be mainly responsible for the problems in 
clinical research, ensuring provision of  solutions in a timely 

manner; (2) Data Monitoring and Ethics Committee (DMEC)：
comprising experts in the field to monitor the overall conduct of 
the trial as well as relevant data, and ensure that the rights of 
patients are adhered to; and (3) Safety management: here, 
researchers from each center will be responsible for timely 
observations of the patient's vital signs and laboratory 
indicators, and generate timely adjustments and feedback. 

11 

Introduct
ion 

   

Backgro
und and 
rationale 

6a Coronary heart disease is a clinical syndrome caused by 
coronary atherosclerosis  or functional changes in the 
coronary arteries. In our previous studies, we found that the 
main components of Astragalus, Astragaloside IV, and Salvia 
Miltiorrhiza, Tanshinone IIA, can effectively improve 
myocardial ischemic injury. The results of this trial will provide 
valuable clinical evidence for recommendations on coronary 
heart disease management. 

3 

 6b A total of 160 eligible patients will be equally randomized into 
three treatment groups and the placebo control groups. That’s 
can effectively evaluate the combined treatment effect of 
drugs. 

2 

Objectiv
es 

7 This study intends to explore the effects of Astragalus, Salvia 
and Miltiorrhiza injections as well as a synergistic treatment (of 
the 2 components) on stable coronary heart disease from the 
anti-inflammatory advantage, and provide the basis for its 
clinical application. 

4 

Trial 
design 

8 Our study will be set up using randomly, blinded and single-
center experiments. The participants will be divided into four 
equal groups (three groups with treatment: treatment group A: 
will receive conventional drugs plus Astragalus injection 
treatment; group B: will receive conventional drugs plus Salvia 
Miltiorrhiza injection; group C: will receive conventional drugs 
plus Salvia Miltiorrhiza and Astragalus injections), the control 
group will receive conventional drugs plus 0.9% NaCl injection. 

4 

Methods: Participants, interventions, and outcomes  



 3 

Study 
setting 

9 Our study will be set up using randomly, blinded and single-
center experiments. We will recruit 160 patients who meet the 
eligibility criteria at the Guangdong Provincial Hospital of 
Traditional Chinese Medicine. Subsequently, the participants 
will be divided into four equal groups (three groups with 
treatment: treatment group A: will receive conventional drugs 
plus Astragalus injection treatment; group B: will receive 
conventional drugs plus Salvia Miltiorrhiza injection; group C: 
will receive conventional drugs plus Salvia Miltiorrhiza and 
Astragalus injections), the control group will receive 
conventional drugs plus 0.9% NaCl injection. 

4 

Eligibility 
criteria 

10 Inclusion criteria 
The inclusion criteria will be as follows; (1) patients meet the 
Stable coronary atherosclerotic heart disease (SCAD) 
diagnostic criteria; (2) their medical history is more than three 
months, frequency of angina pectoris is ≥3 times in the past 

one week, and the severity of angina pectoris is grade I～II/I～
III; (3) patient’s age is 18-75 years old; (4) SCAD patients  
treated with any combination of cardiac-related drugs for more 
than three months prior to enrollment, including atorvastatin, 
aspirin, angiotensin-II receptor blockers (ARBs), angiotensin-
converting enzyme inhibitors(ACEI), and beta-receptor 
blockers; and (5) Patients sign the informed consent form. 
Exclusion criteria 
The exclusion criteria are as follows:  
(1) Patients with acute coronary syndrome (ACS) who are 
asymptomatic or have stable symptoms after stabilization; (2) 
Patients requiring revascularization, including myocardial 
infarction, left ventricular dysfunction, multivessel disease, 
and/or large-scale myocardial ischemia (ischemic area over 
10%), left main disease; (3) Patients with Chronic refractory 
angina pectoris; (4) patients with chronic kidney disease and 
severe heart, lung, liver and other important organ dysfunction; 
Serious primary diseases such as hematopoietic system and 
endocrine system, malignant tumor, gastrointestinal bleeding, 
gastric ulcer and bleeding tendency are not expected complete 
the tester; (5) Patients with severe and uncontrolled 
hypertension (SBP ≥ 180 mmHg or DBP ≥ 110 mmHg); (6) 
Those with severe arrhythmia (ventricular dichotomy, 
ventricular tachycardia, ventricular fibrillation, third degree 
atrioventricular block, arrest, severe sinus bradycardia, sick 
sinus syndrome, reentrant supraventricular tachycardia. 
Arrhythmia causing hemodynamic changes) (7) Patients who 
participate in other clinical trials or are taking other proprietary 
Chinese medicines within one month; (8) Pregnancy or 
preparation for pregnancy, and lactating women; and (9) 
people with mental, psychological, and other problems that 
cannot be matched with the completion of the research. 
 

5 
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Matters 
needing 
attention

（includ

e 
Pharmac
eutical 
and 
combina
tion 
methods 

） 

 

11a According to the principle of randomization, the group to be 
screened will be divided into the following four groups; three 
groups of treatment comprising: Group A: that receives 
conventional drug treatment plus Astragalus injection 
treatment (size 20ml /support, packaging 10/container); Group 
B: which will receive conventional medicine plus Salvia 
Miltiorrhiza injection (specification 20ml/support, packaging 
10/container); Group C: which will receive conventional 
medicine plus an injection of Salvia Miltiorrhiza combined with 
Astragalus; Both Salvia Miltiorrhiza and Astragalus injections 
will be prepared with 250ml of 5% glucose . The control group 
received an injection containing 250ml conventional drug plus 
5% glucose. For diabetic patients, an injection of 250ml 5% 
glucose will be changed to 250ml 0.9% sodium chloride. All 
patients will receive intravenous drip once a day for 60 
minutes for a treatment period  of seven Days. 
 

6 

11b Suspension criteria 
The trial will be suspended in case; (1) Serious adverse 
reactions occurred during the testing;(2) The trial finds that the 
clinical trial program has major errors, or the program is good, 
but serious deviations occur during implementation, and it is 
difficult to evaluate the efficacy of the drug. 
 

5-6 

11c Intervention strategy 
During the study, patients will receive the test drug within 24 
hours of enrollment. Conventional treatment of stable coronary 
heart disease (such as anti-poly drug, lipid-lowering drug, 
antihypertensive drug) will be carried out at the same time. 
Injection of Astragalus and Salvia Miltiorrhiza injection should 
not be used as a substitute. 
 

7 

11d Intervention is forbidden if the following conditions occur 

during the trial：(1) Serious adverse reactions occurred during 

the testing;(2) The trial finds that the clinical trial program has 
major errors, or the program is good, but serious deviations 
occur during implementation, and it is difficult to evaluate the 
efficacy of the drug. 
 

6 

Outcom
es 

12 Primary outcome measures: Cell counts, Serum detection by 
enzyme-linked immunosorbent assay, including serum hs-
CRP level, MCP-1, IL-6, TNF-α, IL-1β, IL-8, IL-18 , OX-LDL, 
IL-10, improvement of angina and TCM symptom change 
scale, are outlined in Tables 1 and 2. Secondary outcome 
measures: blood lipid levels, B-type natriuretic peptide (BNP), 
troponin (cTn), muscle enzyme isoenzyme (CK-MB), heart-
type fatty acid binding protein (H-FABP); and 
electrocardiogram. 

7-9 



 5 

Participa
nt 
timeline 

13 The contents and key points of the data to be collected during 
the study include the screening period (1 day), 24 hours before 
recruitment, a treatment period of 1-7 days followed by daily 
recording of data and follow up on the 28th day after treatment. 
(see Figure.2.) 

7 

Sample 
size 

14 This study will use a parallel design of randomized controlled 
trials, and hs-CRP as the main effect index, conventional 
western medicine treatment can reduce hs-CRP by 32%, 
according to clinical conditions, it is estimated that Chinese 
medicine can reduce hs-CRP by 52%. The set α=0.025, 
β=0.2, superiority limit value δ=20%, and the sample size of 
each group will be calculated as 30 cases. Considering the 
loss of follow-up, 40 patients with stable coronary heart 
disease and 160 with four combinations will be selected. See 
references 16, 17. 

6 

Recruitm
ent 

15 We will recruit 160 patients who meet the eligibility criteria at 
the Guangdong Provincial Hospital of Traditional Chinese 
Medicine. 

4 

Methods: Assignment of interventions (for controlled trials)  

Allocatio
n: 

   

Sequ
ence 
gener
ation 

16a Random numbers will be generated using Statistics Analysis 
System (SAS) 9.2 software according to the principle of 
randomization. In order to implement random hiding, the 
random sequence will be kept by a trial manager. Using the 
remote random concealment method, it is determined that the 
basic information of qualified research subjects will be 
transferred by phone to the person who keeps the random 
numbers, from which the treatment allocation plan for each 
patient is obtained. Randomization of groups will be done 
according to a pre-made random scheme. 
 
 

6 

Alloca
tion 
conce
almen
t 
mech
anism 

16b Using the remote random concealment method, it is 
determined that the basic information of qualified research 
subjects will be transferred by phone to the person who keeps 
the random numbers, from which the treatment allocation plan 
for each patient is obtained. Randomization of groups will be 
done according to a pre-made random scheme. 

  6 

Imple
ment
ation 

16c Random numbers are generated using SAS 9.2 software 
according to the principle of randomization. The doctor recruits 
the subject and assigns the treatment plan to the subject 
without their knowledge. 

  6 



 6 

Blinding 
(maskin
g) 

17a The researchers strictly adhere to the principle of 
randomization; The doctors who participate in evaluation of the 
outcome are non-researchers, to ensure that evaluation of the 
efficacy of the test is blind; Blood tests, data analysis and 
statisticians to be covered up until the final analysis is 
completed. They only obtained the CRF form and related data 
for analysis, and did not understand the patient and drug use. 
 

  6 

 17b When the subject needs to be rescued and must know what 
treatment the subject is receiving, the researcher will 
disassemble according to the procedure specified in the 
protocol. Once removed, the numbered case will be 
discontinued and the investigator should record the reason for 
the discontinuation in the case report form. 

6 

Methods: Data collection, management, and analysis  

Data 
collectio
n 
methods 

18a Data collection is mainly composed of clinical patients' 
examinations and clinical scales.(see Table1,Table2,Figure2) 

7-10 

 18b In this study, the Case Report Form (CRF) will be filled out in 
time by the person in charge of the research. In addition, the 
patients will carefully fill in their relevant information and this 
will be regularly checked by clinical researchers to avoid 
missing data, . The revisions provided by the clinical 
researcher will be implemented and corrected by the 
researcher in a timely manner. Effective supervision and 
inspection must be carried out throughout the clinical trial 
study. If there is valid data in the case of shedding, the result 
of the last major efficacy index is converted to the final result 
for statistical analysis. 

6,11 

Data 
manage
ment 

19 In this study, the Case Report Form (CRF) will be filled out in 
time by the person in charge of the research. In addition, the 
patients will carefully fill in their relevant information and this 
will be regularly checked by clinical researchers to avoid 
missing data, . The revisions provided by the clinical 
researcher will be implemented and corrected by the 
researcher in a timely manner. The researchers center will 
also confirm and sign the complete CRF form, in which  no 
modifications are expected to be added after the trial. The 
entire research process will be conducted in a confidential 
manner, with none of the information disclosed to other 
parties. Only the lead researcher will have access to all data. 

11 
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Statistic
al 
methods 

20a Statistical analysis will be performed using SPSS 19.0 
statistical software. Measured data will be described using 
means and standard deviation of the mean, while count data 
will be by the number of cases in percentages. First, a 
baseline analysis of the demographic characteristics in the 
four groups of selected cases will be conducted to investigate 
the balance and comparability across groups. Then, the 
effectiveness and safety indices will be compared across the 
four groups. The comparison of iso-quantitative data between 
the experimental and the control group will be performed using 
a student t-test of two-sample comparison for group design, 
while the comparison of the two classification indicators such 
as gender will be performed using the Cochran-Mantel-

Haenszel 2 test or the Fisher’s exact probability method. The 
missing supplementary data will be adjusted using imputation 
methods. To validate ineffectiveness among the groups, we 
will perform a rank sum test of the two-sample comparison in 
the groups. All statistical tests will be two-sided with p≤ 0.05 to 
be used for statistical significance. 
 

10-11 

 20b The comparison of the two classification indicators such as 
gender will be performed using the Cochran-Mantel-Haenszel 

2 test or the Fisher’s exact probability method. 

10 

 20c The missing supplementary data will be adjusted using 
imputation methods. 

10 

Methods: Monitoring  

Data 
monitori
ng 

21a In the current study, the main departments will include the 
following: (1)A competent department, composed of clinicians, 
pharmaceutical researchers and quality supervision experts, 
which will be mainly responsible for the problems in clinical 
research, ensuring provision of  solutions in a timely manner; 

(2) Data Monitoring and Ethics Committee (DMEC) ：
comprising experts in the field to monitor the overall conduct of 
the trial as well as relevant data, and ensure that the rights of 
patients are adhered to; and (3) Safety management: here, 
researchers from each center will be responsible for timely 
observations of the patient's vital signs and laboratory 
indicators, and generate timely adjustments and feedback. 

11 

 21b During the trial, if the patient suffers from a loss of interest or 
data analysis problems, the Data Monitoring and Ethics 
Committee can terminate the trial. 

11 

Harms 22 Any adverse events that occur during the course of the trial, 
including laboratory abnormalities, must be carefully 
interrogated and tracked. We will therefore judge these events 
by their nature, severity, and drug relevance and strictly record 
their outcomes in the case report form. 
 

9 

Auditing 23 The patients will carefully fill in their relevant information and 
this will be regularly checked by clinical researchers to avoid 
missing data. It’s doesn’t independent from investigators and 
the sponsor. 

11 
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Ethics and dissemination  

Researc
h ethics 
approval 

24 This subject has been approved by the Ethics Committee of 
the Guangdong Provincial Hospital of Traditional Chinese 
Medicine. 

12 

Protocol 
amendm
ents 

25 If the research plan is modified, we will first inform the sponsor 
and funder, then PI will notify the research center, and send a 
copy of the revised agreement to PI for addition to the 
researcher's website file. If we use any deviations from the 
Protocol will be fully documented using a breach report form. 
The revised version will be updated in the clinical trial registry. 

13 

Informed 
consent 

26a The informed consent form will be fully explained to the 
subject or guardian by the researcher. Those agreeing to 
participate will sign the ICF, and both the researcher and 
subject will keep the signed ICF individually. Project managers 
will be allowed access to the ICF kept by researchers for 
monitoring and inspection. 

12 

 26b On the consent form, participants will be asked if they agree to 

use of their data should they choose to withdraw from the trial. 

Participants will also be asked for permission for the research 

team to share relevant data with people from the universities 

taking part in the research or from regulatory authorities, 

where relevant and biological specimens in ancillary studies, if 

applicable. 

12 

Confiden
tiality 

27 In this study, the Case Report Form (CRF) will be filled out in 
time by the person in charge of the research. In addition, the 
patients will carefully fill in their relevant information and this 
will be regularly checked by clinical researchers to avoid 
missing data, . The revisions provided by the clinical 
researcher will be implemented and corrected by the 
researcher in a timely manner. The researchers center will 
also confirm and sign the complete CRF form, in which  no 
modifications are expected to be added after the trial. The 
entire research process will be conducted in a confidential 
manner, with none of the information disclosed to other 
parties. Only the lead researcher will have access to all data. 

11 

Declarati
on of 
interests 

28 The main person in charge of the whole experiment and the 
person in charge of each research  point have no conflict of 
interest. 

14 

Access 
to data 

29 In this protocol, the Case Report Form (CRF) will be filled out 
in time by the person in charge of the research. In addition, the 
patients will carefully fill in their relevant information and this 
will be regularly checked by clinical researchers to avoid 
missing data, . The revisions provided by the clinical 
researcher will be implemented and corrected by the 
researcher in a timely manner. The researchers center will 
also confirm and sign the complete CRF form, in which  no 
modifications are expected to be added after the trial. The 
entire research process will be conducted in a confidential 
manner, with none of the information disclosed to other 
parties. Only the lead researcher will have access to all data. 

11 
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Ancillary 
and 
post-trial 
care 

30 There is no anticipated harm and compensation for trial 
participation 

14 

Dissemi
nation 
policy 

31a The results of this trial will provide clinical reference for other 
researchers in need by publishing the paper. 

13 

 31b All named authors adhere to the authorship guidelines of 
Trials. All authors have agreed to publication. 

14 

 31c The datasets will analyze during the current study are 
available from the corresponding author on reasonable 
request. 

14 

Appendi
ces 

   

Informed 
consent 
material
s 

32 Model consent form and other related documentation given to 
participants and authorised surrogates, See appendix for 
details. 

14 

Biologic
al 
specime
ns 

33 For biological specimens, we collected blood samples from the 
subjects, centrifuged the supernatant, and performed Serum 
detection by enzyme-linked immunosorbent assay. 

7 

*It is strongly recommended that this checklist be read in conjunction with the SPIRIT 2013 
Explanation & Elaboration for important clarification on the items. Amendments to the 
protocol should be tracked and dated. The SPIRIT checklist is copyrighted by the SPIRIT 
Group under the Creative Commons “Attribution-NonCommercial-NoDerivs 3.0 Unported” 
license. 
 

http://www.creativecommons.org/licenses/by-nc-nd/3.0/

