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Synopsis 

Protocol title Traditional Chinese Medicine Combination Therapy on Type 2 diabetic 

patients with Glucose and Lipid Metabolism Disorder: A Controlled Clinical 

Trial 

Objective To evaluate the effects and safety of JiangTangTiaoZhi decoction in the 

treatment of type 2 diabetic patients with high triglyceride controlled with 

metformin. 

Study design Randomized, multi-center, active-controlled clinical trial 

Inclusion criteria (1) Written informed consent obtained from patients. 

(2) Waist circumference: male≥90cm, female≥80cm. 

(3) Patients with glycated hemoglobin (HbA1c) ≥7.0% and fasting blood 

glucose (FBG) in the range of 7.0mmol/L to 13.9mmol/L or 2-hour glucose 

(2hPG) ≥13.9mmol/L, meeting the diagnostic criteria of type 2 diabetes 

(T2DM) according to the 1999 WHO criteria after 4 weeks of dietary and 

exercise therapy prior to screening. 

(4) Patients with triglyceride≥1.7mmol/L after the screening period of dietary 

and exercise therapy for at least 4 weeks. 

(5) Age between 18-70. 

Exclusion 

criteria 

(1) Patients have been treated with any diabetes therapy including antidiabetic 

drugs, physical therapy, psychotherapy, etc for at least 3 months continuously, 

or if they have been treated with blood glucose lowering agents or 

lipid-lowering agents within one month before the start of study. History of 

insulin treatment. 

(2) Patients with serious diabetes complications, and those with serious 

cardiovascular, pulmonary, hepatic, renal, cerebellar disorders or any other 

severe primary diseases.  

(3) Patients with systolic blood pressure of ≥160mmHg or diastolic blood 

pressure of ≥100mmHg. 

(4) History of diabetic ketosis, diabetic ketoacidosis or severe infection within 

one month.  

(5) Patients with mental disorders. 

(6) Pregnant or lactating women, and those who were prepare for pregnancy. 

(7) Patients who are allergic to this TCM decoction or allergic constitution.  

(8) Patients have participated in other drug clinical trials within one month 

preceding this study or during the process of other drug clinical trials.  

(9) History of psychotropic medication use, alcohol consumption, drug abuse 

or dependence in the past 5 years. 

(10) Patients in the situation that reducing the possibility of enrollment or 

complicating the study according to investigators’ judgement, such as unstable 

working or living environment which can be lost to follow-up.  

(11) Use of unstable doses or classes of antihypertensive agents.  

(12) Use of medications or healthcare products which have effects on patients’ 

constitution.  
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(13) Patients with hepatic or renal impairment.  

(14) Patients have impaired awareness of hypoglycemia. 

Clinical trial 

endpoints and 

efficacy 

outcomes 

 

Measurement of FBG, body weight, waist circumference before the study and 

every 4 weeks after the study.  

Evaluation of HbA1c, blood lipids (TC、TG、HDL-c、LDL-c) , 2hPG, fasting 

insulin (FI) on weeks 0, 12, 24, 36 and 48.  

Remark: HbA1c is measured at local hospital and the remainder whole blood 

is withdrawn.  

Blood lipids and insulin are measured at local hospital and blood serum is 

withdrawn to be tested in the central laboratory. 

Samples should be stored refrigerated (-20℃) and in cold-chain transportation 

if they are not able to be transported to the central laboratory within 24 hours.  

Blood routine test, hepatic and renal function, urinalysis, stool routine analysis 

and physical examination are tested at local hospital. 

Measurement of 2 hours postprandial blood glucose (2hPG): 75g oral glucose 

is dissolved in 300ml water to be consumed within 5 minutes, blood glucose 

test is performed 2 hours after consumption of the drink. 

Sample 

collection 

(1) Blood sampling 

Weeks 0, 12, 24, 36, 48(6 tubes of blood)  

① 1 tube for biochemical test (FBG, blood lipids, hepatic and renal 

function). Collect venous blood 4ml into a serum vacuum blood 

collection tube (coagulation tube), store the blood sample after 

testing. Extract serum blood and store 0.2ml each into 3 eppendorf 

tubes volume 0.5ml. Mark the patients’ code on tubes, sort blood 

samples into ziplock bags based on different groups and store 

refrigerated (-20℃).    

② 1 tube for fasting insulin. Collect venous blood 4ml into a serum 

vacuum blood collection tube (coagulation tube), store the blood 

sample after testing. Extract serum blood and store 0.2ml each into 4 

eppendorf tubes volume 0.5ml. Mark the patients’ code on tubes, sort 

blood samples into ziplock bags based on different groups and store 

refrigerated (-20℃).  

③ 1 tube for HbA1c. Collect venous blood 4ml into a serum vacuum 

blood collection tube (coagulation tube), store the blood sample after 

testing. Extract whole blood and store refrigerated (-20℃).  

④ 1 tube for blood routine test. Collect venous blood 4ml into a serum 

vacuum blood collection tube (coagulation tube), store the blood 

sample after testing. Extract serum blood and store 0.2ml each into 4 

eppendorf tubes volume 0.5ml. Mark the patients’ code on tubes, sort 

blood samples into ziplock bags based on different groups and store 

refrigerated (-20℃).  

⑤ 1 tube for 2hPG. Collect venous blood 4ml into a serum vacuum 

blood collection tube (coagulation tube), store the blood sample after 

testing. Extract serum blood and store 0.2ml each into 4 eppendorf 

tubes volume 0.5ml. Mark the patients’ code on tubes, sort blood 

https://www.baidu.com/link?url=e0x1-w4YD0-grL4w2OZ3Qu4hAM_eOBTSZNP4pbcarVMVCfKjPNCJAxlM-SXVRASvpNGdL2vNR8z_9OOW6DmjFRWkW7QkY50H4fEIWIWMzm94YNPI0Rm1szIlFfvRj_fEui-nQDSep7NF3YWZzBQMqq&wd=&eqid=a28825820000bb900000000358bf78fc
https://www.baidu.com/link?url=e0x1-w4YD0-grL4w2OZ3Qu4hAM_eOBTSZNP4pbcarVMVCfKjPNCJAxlM-SXVRASvpNGdL2vNR8z_9OOW6DmjFRWkW7QkY50H4fEIWIWMzm94YNPI0Rm1szIlFfvRj_fEui-nQDSep7NF3YWZzBQMqq&wd=&eqid=a28825820000bb900000000358bf78fc
https://www.baidu.com/link?url=e0x1-w4YD0-grL4w2OZ3Qu4hAM_eOBTSZNP4pbcarVMVCfKjPNCJAxlM-SXVRASvpNGdL2vNR8z_9OOW6DmjFRWkW7QkY50H4fEIWIWMzm94YNPI0Rm1szIlFfvRj_fEui-nQDSep7NF3YWZzBQMqq&wd=&eqid=a28825820000bb900000000358bf78fc
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samples into ziplock bags based on different groups and store 

refrigerated (-20℃).  

Weeks 4, 8, 16, 20, 28, 32, 40, 44(1 tube of blood)  

1 tube for biochemical test. Collect venous blood 4ml into a serum 

vacuum blood collection tube (coagulation tube), store the blood sample after 

testing. Extract serum blood and store 0.2ml each into 4 eppendorf tubes 

volume 0.5ml. Mark the patients’ code on tubes, sort blood samples into 

ziplock bags based on different groups and store refrigerated (-20℃).  

 

(2) Stool sample collection 

Stool sample is collected by volunteers at home. Every participant is 

provided with a container with a plastic bag and clean toilet paper. Before 

defecation participants should void and flush the toilet first, and then 

defecating into the container. Don’t void urine into the container cause it 

would contaminate the stool sample. After defecation, open the stool 

collection tube, put a little into the tube and screw it instantly. Shake the tube 

vigorously and mixed sample with liquid in the tube, and dry storage at room 

temperature. Investigators collect all samples together and store refrigerated 

(-20℃ or -80℃), waiting to be transported. 

 

(3) Urine sample collection 

Morning urine is needed for urine sample. (Remark: interval between 

stool sample and urine sample should within 24 hours). Every participant is 

provided with a urine collection container. Collect about 15ml fasting urine 

when examination. After sample collection, screw the container and take to 

the hospital. Investigators collect all samples together and store refrigerated 

(-20℃ or -80℃), waiting to be transported.  

Safety outcome 

measures 

Recording all TEAEs in detail and judging the relation with the 

medication. 

Vital signs, blood routine, urine routine, stool routine and 12-lead ECG 

on weeks 0, 12, 24, 36, 48. 

Measuring hepatic and renal function before and after treatment every 4 

weeks (ALT、AST、Cr、BUN) . 

Numbers of 

patients 

450 patients will be enrolled. 

Study group: JiangTangTiaoZhi Decoction, 225. 

Control group: Metformin, 225. 

Recruitment 

method 
01、Guang’anmen Hospital, China Academy of Chinese Medical Sciences 

02、The Affiliated Hospital of Changchun University of Chinese Medicine. 

03、Yichang Yiling Hospital.  

04、The First Affiliated Hospital of Tianjin University of Chinese Medicine. 

05、Tianjin Dagang Hospital. 

06、Hangzhou Hospital of Traditional Chinese Medicine. 

07、Qinghai Hospital of Traditional Chinese Medicine. 

08、Baoding Hospital of Traditional Chinese Medicine. 
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Treatment 

allocation 

(1) Medication method: 

JiangTangTiaoZhi Decoction group: JiangTangTiaoZhi decoction 30g po 

bid  

Metformin group: metformin 0.25g po tid  

Gliclazide Sustained-release Tablets: 30mg po qd or 60mg po qd  

Bezafibrate Tablets: 200mg po qd  

(2) Dosage and administration: 

  If HbA1c was over 7% at 24 weeks, subjects should additionally take a 

gliclazide sustained-release tablet once per day. 

If TG was over 5.65 mmol/L, subjects should additionally take bezafibrate 

twice per day.  

Course of 

treatment 

52 weeks (including 4 weeks of screening period and 48 weeks of treatment 

period) . 
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Traditional Chinese Medicine Combination Therapy on Type 2 

diabetic patients with Glucose and Lipid Metabolism Disorder: 

A Randomized, Controlled Clinical Trial 

1 Objectives 

With the concurrent treatment of glucose, lipid and obesity therapy, we aimed at 

compound Chinese medicine intervention on obese type 2 diabetes mellitus by 

evaluating HbA1c, blood glucose, blood lipids, insulin resistance, insulin function, 

body weight, waist and hip circumference outcomes. The study intends to elucidate 

the effect of the combined therapy which can improve islet β-cell function and overall 

treatment of diabetes through evidence based medicine.  

2 Study design overview 

The study will be a randomized, multi-center, active-controlled open clinical 

trial. 

3 Study population  

The target study population is T2DM patients (according to 1999 WHO 

diagnostic criteria), FBG, 2hPG, HbA1c, blood lipids, BMI are measured. Based on 

the following inclusion and exclusion criteria, we expect to select 450 eligible patients. 

Selected patients will be randomized into JiangTangTiaoZhi Decoction group or 

Metformin group.  

3.1 Diagnostic criteria 

(1) Western diagnostic criteria for T2DM 

1999 WHO diabetes criteria 

① Symptoms of diabetes (classical symptoms include polydipsia, polyuria 

and unexplained weight loss)  and  

A） Casual plasma glucose≥11.1mmol/L or 

B） FPG≥7.0 mmol/l or 

C） 2hPG≥11.1 mmol/l 

② Those who don’t have symptoms of diabetes need to repeat the testing 

of the diagnosis another day.  
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(2) 2005 IDF metabolic syndrome (MS) criteria 

The definition of MS is central obesity, elevated blood pressure, elevated fasting 

glucose concentration, and elevated TG level or reduced HDL-cholesterol level. Waist 

circumference is measured as the diagnostic criteria of central obesity. 

① Waist circumference: men≥90cm, women≥80cm, together with two or more 

of the following: 

② TG≥1.7mmol/L or specific treatment for this lipid abnormality  

③ Reduced HDL-c level: men＜0.9mmol/L, women＜1.1mmol/L or treatment 

④ Blood pressure (BP) ≥130/85mmHg or treatment of previously diagnosed 

hypertension 

⑤ FBG≥5.6mmol/L or previously diagnosed T2DM. If BPG≥5.6mmol/L, oral 

glucose tolerance test (OGTT) is strongly recommended but is not necessary 

to define presence of the syndrome.  

 

(3) 2004 Chinese Diabetes Society diagnostic (CDS) criteria of MS:  

The diagnosis of MS includes the following three or more components: 

① Obesity: BMI≥25kg/m2 

② Hyperglycemia: FPG≥ 110mg/dL(6.1mmol/L) and(or) OGTT: 2hPG≥ 

140mg/dL(7.8mmol/L) and(or) previously diagnosed T2DM. 

③ Elevated blood pressure: BP≥140/90mmHg and (or) previously diagnosed 

hypertension. 

④ Dyslipidemia: TG≥150mg/dL(1.7mmol/L) and(or) reduced HDL-c level: 

men＜35mg/dL(0.9mmol/L) , women＜40mg/dL(1.0mmol/L)  

 

(4) 2007 Chinese guidelines on prevention and treatment of dyslipidemia in adults 

have revised the components of MS based on 2004 CDS guidelines: including the 

following 3 or more: 

① Abdominal obesity: waist circumference: men>90cm, women>85cm 

② TG≥1.70mmoL/L(150 mg/dl)  

③ HDL-C<1.04 mmol/L(40mg/dl)  
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④ BP≥130/85mmHg. 

⑤ FPG≥6.1mmoL/L(110mg/dl)  or 2PG≥7.8 mmol/L(140mg/dl) or history of 

diabetes 

 

3.2 Inclusion criteria 

Group 1 

(1) Written informed consent obtained from patients. 

(2) Waist circumference: male≥90cm, female≥80cm. 

(3) Patients with HbA1c≥7.0% and FBG in the range of 7.0mmol/L to 

13.9mmol/L or 2hPG≥13.9mmol/L, meeting the diagnostic criteria of T2DM 

according to the 1999 WHO criteria after 4 weeks of dietary and exercise therapy 

prior to screening. 

(4) Patients with triglyceride≥1.7mmol/L after the screening period of dietary 

and exercise therapy for at least 4 weeks. 

(5) Age between 18-70. 

 

Group 2 

(1) Patients with stabilized oral hypoglycemic agents medication more than 3 

months and volunteer to remain unchanged during the study, age between 18-70 and 

HbA1c≥7.0%.  

(2) Triglyceride≥1.7mmol/L 

(3) Waist circumference: male≥90cm, female≥80cm. 

(4) Written informed consent obtained from patients. 

 

3.3 Exclusion criteria 

(1) Patients have been treated with any diabetes therapy including antidiabetic 

drug, physical therapy, psychotherapy, etc for at least 3 months continuously, or if 

they have been treated with blood glucose lowering agents or lipid-lowering agents 

within one month before the start of study. History of insulin treatment. 

(2) Patients with serious diabetes complications, and those with serious 
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cardiovascular, pulmonary, hepatic, renal, cerebellar disorders or any other severe 

primary diseases.   

(3) Patients with systolic blood pressure of ≥160mmHg or diastolic blood 

pressure of ≥100mmHg.  

(4) History of diabetic ketosis, diabetic ketoacidosis or severe infection within 

one month.   

(5) Patients with mental disorders. 

(6) Pregnant or lactating women, and those who were prepare for pregnancy. 

(7) Patients who are allergic to this TCM decoction or allergic constitution. 

(8) Patients have participated in other drug clinical trials within one month 

preceding this study or during the process of other drug clinical trials. 

(9) History of psychotropic medication use, alcohol consumption, drug abuse or 

dependence in the past 5 years. 

(10) Patients in the situation that reducing the possibility of enrollment or 

complicating the study according to investigators’ judgement, such as unstable 

working or living environment which can be lost to follow-up. 

(11) Use of unstable doses or classes of antihypertensive agents. 

(12) Use of medications or healthcare products which have effects on patients’ 

constitution. 

(13) Patients with hepatic or renal impairment. 

(14)  Patients have impaired awareness of hypoglycemia. 

 

3.4 Subject withdrawal rules and procedure 

(1) Subject withdrawal decided by the researchers 

If any subject included in the study presents with improper conditions which 

may disturb the study, researchers can determine the discontinuation.  

①  In the study, the patients present with some complications or special 

physiological changes, it’s not appropriate to continue the study.  

②  Patients with poor compliance and can’t reach the 80% of the required 

medication, or exceed the 120% of the prescribed amount.  
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③ Patients take the prohibited drugs defined by the protocol in the study. 

(2) Non-adherence by patient decision 

According to the informed consent, the patients have the right to withdraw from 

the study. “Withdrawal” or “drop-out” also includes the condition that the subject 

no longer take the medication and refuse the testing. The reason for a subject 

withdrawing should be recorded thoroughly. Examples: poor efficacy, poor 

tolerance to some adverse effects, discontinue the study because of accidents, 

economic factors, loss to follow-up without reasons.  

(3) All the data of the patients who are withdrawn from the study should be 

recorded on the CRF in any case, the last examination is recorded as the final outcome, 

the statistics of efficacy and adverse reaction are analyzed.  

3.5 Stopping rules of study 

The study will be discontinued if:  

(1) One or more subjects present the serious adverse event(SAE)  during the study. 

(2) The therapeutic effect of the studied medication is concerned to have little effect 

and without clinical value. 

(3) Serious mistakes are founded in the clinical protocol during the study, or a 

well-designed protocol has severe deviation during the administration of the study 

which results in difficult evaluation of the effect of the medication.  

(4) The applicant of the clinical trial requires to discontinue the study(because of the 

reasons for funding, management, et al) .  

(5) Cancel the study by the administrative department. 

3.6 Elimination criteria of case 

(1) The subject is found to be ineligible to the inclusion criteria after enrollment. 

(2) The subject uses the prohibited drugs of the protocol and needs to be eliminated 

from the study. 

(3) The subject does not take the medication of the study after enrollment. 

(4) The case can’t be evaluated after medication.  

3.7 Drop-out criteria of case  

The subject who meets the inclusion criteria but discontinues the study for some 
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reason is defined as “drop-out”. It includes non-adherence by patient decision and 

decided by the researchers.  

 

4 Study medication and administration 

4.1 Study medication 

Jiangtangtiaozhi decoction, 30g/package. 

Metformin, 0.25g/pill.  

Gliclazide Sustained-release Tablets, 30mg/pill.  

Bezafibrate Tablets, 200mg/pill. 

All the medication are qualified.  

 

4.2 Packaging and labeling 

Medication labeling is unified. The content includes: approval form, name (for 

the clinical trial purpose only) , function and indication, dosage, specification, storage 

condition, batch number, supplier, et al.  

 

4.3 Allocation of medication 

All patients will be enrolled and randomized by proportion. Patients should 

receive their medication according to the visiting order and drug code. The code 

should remain unchanged during the whole study, the supplier will offer 48 weeks of 

the medication for every patients. 

 

4.4 Medication method 

Jiangtangtiaozhi group: Jiangtangtiaozhi decoction 30g po bid, with meals. 

Metformin group: Metformin 0.25g pot id, after meals.  

Gliclazide Sustained-release Tablets 30mg/day or 60mg/day po qd, on an empty 

stomach in the morning.  

Bezafibrate Tablets, 200mg po bid. 
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4.5 Dosage and administration 

If HbA1c was over 7% at 24 weeks, subjects should additionally take a 

gliclazide sustained-release tablet once per day. 

If TG was over 5.65 mmol/L, subjects should additionally take bezafibrate twice 

per day. 

 

4.6 Inventory  

The investigators should record the amount of medication which is received, 

taken and given back in every visit, the record is used to judge the compliance of the 

patients. On the basis of the compliance, the investigators can decide whether the 

study is going on. The criteria of drop-out owing to poor compliance: 

Medication-taking rate(the actual number/the required number) ＜80% or ＞120%. 

 

4.7 Storage 

In the charge of the medication administer, locked in the special medicine drawer, 

dry storage at room temperature.  

 

4.8 Concomitant medications 

(1) Other medication, therapies (physical therapy and psychotherapy)  and healthcare 

products to treat T2DM are disallowed. 

(2) Concomitant medications for other combined diseases, the related drugs and 

therapies should be recorded in the CRF in details.  

(3) Drugs or healthcare products which have effects on body weight are disallowed. 

(4) If liver function is abnormal, ALT≥100 u/L, or(and)  AST≥100 u/L, medication to 

protect liver function should be prescribed and record in the CRF.  

 

4.9 Diet and exercise 

(1) Diet control: A balanced and reasonable dietary guideline is emphasized. 

According to the patient’s height, weight and daily activity to calculate the required 

total calories, and then calculate the ideal calories based on total calories intake and 
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actual calories consumption. Low-fat dietary regimen and specific varieties of food 

are made by diabetes specialists, patients should follow the regimen strictly. Heat 

provided by fat shouldn’t exceed 30% of the total calories intake, saturated fatty acid 

intake does not exceed 10% of total calorie, fried food or full-fat version is avoided. 

Carbohydrates consist of complex carbohydrates should be provide 55% -60% of the 

total calories, which are balanced for three meals. Protein should mainly containing 

high-quality protein, which make up of 15%-20% of the total calories, stop smoking 

and limit alcohol, salt intake should limit within 6g for hypertensive patients. If daily 

calories intake are 1600 kcal, the dietary structure is: 15% protein (provide 240 kcal) , 

60% carbohydrates (provide 960 kcal) , 25% fat (provide 400 kcal) . Calorie 

distribution of three meals for diabetic patients is 1:2:2 based on calculation of 

clinical nutrition from China Food Composition.  

Daily calorie intake for diabetic patients in different sizes (kJ/kg)  

Size Heavy physical 

labor 

Moderate 

physical labor 

Light physical 

labor 

Rest 

Thin (less than 

normal 

weight≥20%)  

188～209 147～167 105～146 83.6～104.5 

Normal weight 147～167 126～146 84～126   62.7～83.6 

Obesity (more 

than normal 

weight≥20%)  

126～146 105～126 104.5～83.6 62.7～83.6 

 

(2) Exercise therapy: We recommend rhythmic activities of large muscle group such 

as walking, gymnastics, jogging, table tennis, biking, up and down stairs, badminton, 

swimming, aerobics, etc. 3-6 units of exercise per day for moderate exercise intensity 

is suggested, that is heart rate (after exercise)  + 170 – age, at least 3-4 days per week. 

The exercise table is followed.  

Exercise Exercise activities Time required for 1 unit 



Traditional Chinese Medicine Combination Therapy on Type 2 diabetic patients with Glucose and Lipid 

Metabolism Disorder: A Randomized, Controlled Clinical Trial Version Number:FA2011-08-30 

10 

 

intensity exercise of calories 

consumption 

light 
Take a walk, standing, shopping, cleaning 

the room, weeding 
30min 

  

moderate 

Walking, bathing, go downstairs, washing 

clothes, dancing 
20min 

heavy 
Jogging, go upstairs, old disc, volleyball, 

table tennis 
10min 

Very 

heavy 

Climbing, football, swimming, basketball, 

rope skipping 
5min 

(1 unit of exercise equals 80 kcal calories consumption)  

5 Study design 

5.1 Study population 

450 patients will be enrolled. 

5.2 Distribution of patients 

    Study group: JiangTangTiaoZhi Decoction, 225. 

Control group: Metformin, 225. 

5.3 Course of treatment 

52 weeks (including 4 weeks of screening period and 48 weeks of treatment 

period) . 

5.4 Outcomes 

(1) Background data (before study)  

①Demographic information: gender, age and height, etc. 

②General clinical data: concomitant diseases and medication. 

(2) Efficacy outcomes: 

Measurement of FBG, body weight, waist circumference before the study and 

every 4 weeks after the study.  

Evaluation of HbA1c, blood lipids (TC、TG、HDL-c、LDL-c) , 2hPG, fasting 

insulin (FI) on weeks 0, 12, 24, 36 and 48.  
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(3) Safety outcomes: 

Recording all TEAEs in detail and judging the relation with the medication.  

Vital signs, blood routine, urine routine, stool routine and 12-lead ECG on 

weeks 0, 12, 24, 36, 48.  

Measuring hepatic and renal function before and after treatment every 4 weeks 

(ALT、AST、Cr、BUN) . 
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Clinical study procedures 

Stage 

Item 

Diagnosis Treatment period 

Screenning Allocation 

Week 

4 

Week 

8 

Week 

12 

Week 

16 

Week 

20 

Week 

24 

Week 

28 

Week 

32 

Week 

36 

Week 

40 

Week 

44 

Week 

48 

Visits 1 2 3 4 5 6 7 8 9 10 11 12 13 14 

Timing Week -4 Week 0 

Week 

4±3 

days 

Week 

8±3 

days 

Week 

12±3 

days 

Week 

16±3 

days 

Week 

20±3 

days 

Week 

24±3 

days 

Week 

28±3 

days 

Week 

32±3 

days 

Week 

36±3 

days 

Week 

40±3 

days 

Week 

44±3 

days 

Week 

48±3 

days  Medical history collection 

Informed consent √              

Check eligibility 

criteria √ √             

Exclusion criteria √ √ √ √ √ √ √ √ √ √ √ √ √ √ 

Demographic data √ √             

Past history and 

treatment history √              

Combined diseases 

and symptoms √              

Physical examination 

and inquisition √ √ √ √ √ √ √ √ √ √ √ √ √ √ 

Concomitant 

medication √ √ √ √ √ √ √ √ √ √ √ √ √ √ 

Effectiveness observation 

HbA1c  √   √   √    √   √ 

FBG √ √ √ √ √ √ √ √ √ √ √ √ √ √ 
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2hPG √ √   √   √   √   √ 

blood lipids (TC、TG、

HDL-c、LDL-c)  √ √   √   √    √   √ 

Other outcomes  √   √   √    √   √ 

body weight, waist 

and hip circumference 

outcomes √ √ √ √ √ √ √ √ √ √ √ √ √ √ 

Safety observation 

Vital signs √ √   √   √   √   √ 

Blood routine, 

urinalysis and stool 

routine  √   √   √   √   √ 

Liver function(AST 、

ALT)   √  √ √ √ √   √ √  √ √ √ √ √ √ 

Renal function(BUN、Cr)   √  √ √  √ √  √ √  √ √ √ √ √ √ 

12-lead ECG  √   √   √   √   √ 

hypoglycemia   √ √ √ √ √ √ √ √ √ √ √ √ 

AEs and SAEs   √ √ √ √ √ √ √ √ √ √ √ √ 

Other works 

Randomization  √             

Medication 

administration  √ √ √ √ √ √ √ √ √ √ √ √  

Medication inventory  √  √ √ √ √ √ √  √ √ √ √ √ √ 

Summary of the study      √   √    √   √ 

Other sampling 
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Questionnaire related to 

antibiotics and defecation  √   √   √   √   √ 

Diet questionnaire  √   √   √   √   √ 

Stool samples storage  √   √   √   √   √ 

Urine samples storage  √   √   √   √   √ 

HbA1c is measured at local hospital and the remainder whole blood is withdrawn. Blood lipids and insulin and are measured at local hospital and blood serum is 

withdrawn to be tested in the central laboratory. Samples should be stored refrigerated (-20℃) and in cold-chain transportation if they are not able to be transported 

to the central laboratory within 24 hours. Blood routine test, hepatic and renal function, urinalysis, stool routine analysis and physical examination are tested at local 

hospital. 

Remark: Measurement of 2 hours postprandial blood glucose (2hPG) : 75g oral glucose is dissolved in 300ml water to be consumed within 5 minutes, blood 

glucose test is performed 2 hours after consumption of the drink. 
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5.5 Efficacy analysis 

5.5.1 Primary endpoints 

The changes in HbA1c from baseline to week 48 

 

5.5.2 Secondary endpoints 

(1) The changes in blood glucose(FPG、2hPG), blood lipids, waist circumference, 

weight, and BMI from baseline to week 48 

(2) The changes in insulin, HOMA-β and HOMA-IR from baseline to week 48 

(3) Percentages of patients that reached HbA1c targets and lipid targets 

 

6 Adverse events (AEs)  

6.1 Adverse event recording 

(1) Safety information related to the studied medication 

Digestive symptoms such as discomfort of stomach should be paid attention to 

during the study, according to the preclinical data and composition of the studied 

medication.  

(2) Recording of AEs 

Any AEs during the study will be recorded in details on the diary card, which 

includes the occurrence, severity, duration, effective measures and outcome of AEs.  

(3) Severity 

Mild: events require minimal or no treatment and do not interfere with the 

subject’s daily activities. 

Moderate: events result in a low level of inconvenience or concern with the 

therapeutic measures, which may cause some interference with functioning. 

Severe: events which cannot be tolerated, interrupting a subject’s usual daily 

activity and may require systemic drug therapy or other treatment. 

(4) Assessment of drug causality 

① Causality assessment of adverse drug reactions (ADRs)  

A Did the AE appear after the suspected drug was given?  

B Are there previous conclusive reports on this reaction? 
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C Are there alternative causes such as concomitant medication, patient’s clinical 

condition or influence of other treatment that could have caused the reaction? 

D Did the reaction disappear or alleviate when the drug discontinued or the dose 

was decreased?  

E Did the patient have a similar reaction when exposed to the same or similar 

drug?  

Criteria of causality assessment: based on the above scale.  

Causality assessment of ADRs 

Conclusion Scoring 

1 2 3 4 5 

Definitely 

related 

+ + - + + 

Probably + + - + ？ 

Possibly + + ± ± ？ 

Unlikely + - ± ± ？ 

Unrelated - - + - - 

+Yes、-No、±Do not know or not done 

② Assessment of the relationship between drug and ADRs 

 1-definitely、2-probably、3-possibly、4-unlikely、5-unrelated 

Incidence of ADRs was calculated as percentage of the cases of 1+2+3.  

6.2 Adverse event reporting 

(1) Reporting: All AEs must be assessed and reported, instant measures should be 

taken to protect the subject’s safety.  

(2) Procedure: All AEs must be recorded on the AE information page of the CRF and 

followed up until satisfactory resolution. 

(3) Reporting of SAEs 

① All SAEs must be recorded on the SAE reporting form and submitted to the 

relevant department within 24 hours. The investigator will be required to 

notify the contact person of the subject. 
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②If emergency occurs and unblinding is necessary, the randomization code will 

be broken by the investigator in the presence of two witnesses. The investigator 

should inform the clinical research associate (CRA) of the emergency unblinding. 

③ Follow-up of the AEs 

All AEs will be followed up until satisfactory solution or until the PI deems that the 

patient to be stable.  

 

7 Documentation of data 

(1) The investigator will be responsible for recording the accurate study data in the 

CRFs. 

(2) An independent CRA will carry out the data processing in accordance with their 

data management procedures. Errors and omissions need to be revised by the 

investigator. The original data should stay clear and corrections is required to be 

signed and dated. 

(3) Clinical data will be entered into a quality assured database by data administrator 

after the verification of CRA. Special records are needed when data transfer is 

performed.  

(4) Clinical data will be checked again before entered into the database, any problem 

should inform the CRA and ask for response of the investigator. The details will be 

recorded on the question form which will be kept for reference.  

(5) Data administrator should understand the contents and coding of CRF, coding 

process will be recorded in detail. Name of database should be standardized and easy 

to retrieval. It is the data administrator’s responsibility to ensure the accuracy and 

safety of database.  

(6) Duplicate entry will be performed when entering clinical data, any problem 

should be recorded and reported for solution. Parts of the data will be reexamined to 

ensure accuracy and quality of the whole process.  

(7) The data manager will be responsible for data logic in the CRFs. Data validation 

will be performed after data entry and verification by computerized logical checks.  

(8) All original CRFs should backup in the order of number after data documentation. 
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Electronic data files including data base, checking programs, analysis procedures, 

codebook and description files will be classified and properly preserved.  

 

8 Statistical analysis 

(1) Statistical analysis of this study will be described in a detailed statistical analysis 

plan (SAP) which will be signed by PI, statistician and sponsor.  

(2) Two-tailed test will be used for statistical analysis, statistically significant is 

obtained when P≤0.05. 

(3) The difference of measurement data will be compared with t-tests and inter-group 

comparisons in treatment efficacy will be analysed by Fisher’s exact test or 

non-parametric test.  

(4) Count data will be described by frequency and inter-group comparisons before and 

after treatment will be analysed by chi-square test or Wilcoxon signed-rank test.  

(5) Drop-out analysis: Drop-out rate of three groups and statistical descriptions of 

withdrawal due to AEs. 

(6) Tests of baseline balance: Fisher’s exact test or chi-square test were performed to 

test baseline balance of three groups. 

(7) Clinical efficacy assessment: For the primary endpoint, changes in HbA1c from 

baseline to week 12 will be described by descriptive statistics and compared with 

analysis of covariance. The least square (LS) mean differences and 95% CI will be 

estimated. Changes before and after treatment will be analysed by t-test. 

Cochran–Mantel–Haenszel (CMH) test will be performed for inter-group comparisons 

on number and percentage of cases. 

(8) Safety assessment: The percentage of AEs will be analysed by chi-square test, all 

AEs should be described in detail. Relationship to the studied medication and 

changes in clinical outcomes will be described if abnormal situation happens during 

the study. 

 

9 Quality control and assurance 

(1) An independent CRA will carry out regular visits during the whole study to assure 



Traditional Chinese Medicine Combination Therapy on Type 2 diabetic patients with Glucose and Lipid 

Metabolism Disorder: A Randomized, Controlled Clinical Trial Version Number:FA2011-08-30 

19 

 

the credibility of research implementation and will be responsible for primary data 

check and verification.  

(2) All investigators participating in the study will attend standard training in advance. 

(3) Records in the CRFs should be accurate and qualified. Errors and omissions of 

CRFs need to be revised by the investigator. The original data should stay clear and 

corrections is required to be signed and dated.  

(4) All outcomes during the study should be verified carefully to ensure data quality.  

(5) Blood glucose (FBG, 2hPG) will be measured at local hospitals, HbA1c and 

insulin need to be tested in the central laboratory for efficacy evaluation. HbA1c will 

be measured in the screening period. 

(6) 2hPG is defined as blood glucose of 75g oral glucose consumption after 2 hours. 

(7) eppendorf tubes should be offered by a qualified supplier. 

 

10 Ethical issues 

The study will be carried out under the Declaration of Helsinki (2000 version) 

and related clinical trial regulations in China. All aspects of the study should be 

approved by the ethic committee before conduction of the study. 

A thorough introduction of the study including purpose, procedure and possible 

risks ought to inform every patient. Informed consent will be written prior to 

initiation and preserved in the study record. 


