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Overview of Study Design 

(I) Study Objective 

In this study, latent tuberculosis infection (LTBI) status will be detected by 

interferon-γ release assay (IGRA) among rural residents aged between 50 and 70 from 

Zhongmou County, Henan province. A randomized, controlled intervention study will 

be carried out to systemically evaluate the safety and efficacy of short-course LTBI 

treatment regimens with isoniazid plus rifapentine. Meanwhile, the study will carry 

out a comprehensive evaluation on different intervention models in terms of the 

accomplishment rate of the regimens, adverse events, compliance, withdrawal of 

study subjects, and cost-effectiveness, etc. To explore a LTBI screening pathway and 

intervention regimen which are in line with China’s national conditions and 

population characteristics of the middle-aged and elderly, and provide technical 

support for developing comprehensive tuberculosis (TB) control strategies which 

mainly aiming to reduce the incidence. 

(II) Overall Design and Study Procedures 

This is a randomized, controlled study. In this study, the intervention target subjects 

will be randomly divided into intervention group A, intervention group B, and 

untreated control group, respectively. In intervention group A, the subjects will 

receive a WHO recommended regimen of isoniazid plus rifapentine once a week at a 

dose up to 900 mg for 12 weeks (3 months). Whereas in intervention group B, the 

subjects will receive a short regimen with isoniazid plus rifapentine twice a week at a 

dose up to 600 mg for 8 weeks (2 months). During the follow-up, symptom 

investigation will be conducted quarterly and chest radiography based physical 

examination will be conducted yearly for active case finding. 

This study contains LTBI screening period, intervention period, and follow-up period. 

Only subjects qualified in baseline examination (match the inclusion/exclusion criteria 

and signing the informed consent form) will be included in this study. The 

intervention groups and the control group will be followed up for 2 years. Then the 

incidence of active TB and the protective effect of each intervention regimen will be 
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obtained through a comprehensive evaluation including clinical symptoms, digital 

Radiography (DR) image and microbiological examination. In addition, the 

accomplishment rate of each regimen, adverse events, compliance and withdrawal of 

study population and cost-effectiveness will also be evaluated. 
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Perform physical examination after drug 

intervention (mainly including IGRA, blood 

biochemical and blood routine) once at Month 1 

and 3 respectively after completion of the 

medication 

DR chest radiography, physical examination, 

informed consent, medical history and symptom 

investigation, blood biochemical, blood and 

urine routine 

Rural resident population of 50-70 years old 

Identify the intervention study subjects who 

meet inclusion criteria 

and randomization 

 

I. Screening prior to enrollment: 

 

(1) Identify the aimed population; 

(2) Exclude those with suspected active 

TB via suspicious symptoms and DR 

examination; 

(3) Randomization. 

Perform physical examination monthly during 

the drug intervention to observe adverse 

reactions(Group A:during drug intervention 

period, contains thrice physical examination, 1 

Month ,2 Month and 3 Month during the 

intervention, respectively; Group B: twice  

physical examination, respectively at Month 1 

and 2Month during the intervention) 

Blank control 

group 

II. Prophylactic medication: 

Group A: Isoniazid and rifapentine once a 

week at a dose up to 900 

mg for a total of 12 times in 

12 weeks 

Group B: Isoniazid and rifapentine twice a 

week at a dose up to 600 

mg for a total of 16 times in 

8 weeks 

 

Annual follow-up (12 months): questionnaire 

and symptom investigation, DR chest 

radiography, IGRA, blood biochemical and 

blood routine 

Annual follow-up (24 months): questionnaire 

and symptom investigation, DR chest 

radiography, IGRA, blood biochemical and 

blood routine 

The first symptom investigation-based cohort 

maintenance will be performed at Month 3 after 

completion of the medication; and then the 

cohort maintenance will be performed quarterly 

till the end of the follow-up period. 

III. Follow-up period: 

 

(1) From the completion of medication to 

the end of the 2-year follow-up 

period, a symptom 

investigation-based quarterly cohort 

maintenance will be performed every 

3 months and DR screening-based 

initiative investigation on active TB 

will be performed every 12 months to 

obtain the incidence rate of active TB 

in each group; 

 

(2) Evaluate the protective effect of each 

intervention protocol. 

Preventive intervention 

group (A+B) 
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(III) Study Method 

A intervention study, using randomized controlled trial design, will be carried out for 

evaluating LTBI treatment regimens among rural resident population of 50-70 years 

old from Zhongmou County, Henan Province. 

1. First, IGRA，physical examination and DR examination were conducted among 

rural resident population of 50-70 years old. According to inclusion and exclusion 

criteria, subjects meet the criteria will be included in intervention phrase. 

2. The intervention subjects will be randomly divided into intervention group A, 

intervention group B and untreated control group. For group A, the subjects will 

receive a drug combination with isoniazid plus rifapentine once a week at a dose 

up to 900 mg for 12 weeks (that is 3 months). For group B, the subjects will 

receive a short drug combination with isoniazid plus rifapentine twice a week at a 

dose up to 600 mg for 8 weeks (that is 2 months). During the intervention 

implementation, physical examination (blood biochemical and blood routine) will 

be performed monthly to monitor adverse reactions. Concretely, physical 

examination will be performed monthly. Physical examination mainly including 

IGRA, blood biochemical and blood routine will be performed in each group once 

at 1
st
 and 3

rd
 Month after completion of the medication. A continuous 2-year 

observation will be carried out to obtain the incidence of active TB in each group 

and to evaluate the protective effect of each intervention regimen based on 

clinical symptoms, DR and microbiological examination of MTB.  

3. A comprehensive evaluation will be carried out on different intervention models 

in terms of the accomplishment rate of each protocol, adverse events, compliance, 

and withdrawal of study population. Moreover a long-term cohort observation 

will be maintained to explore the protective period of each intervention regimen. 

(IV) Inclusion Criteria 
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Inclusion criteria: 

1) 50-70 years old; 

2) local rural residents or external resident population(have lived > 6 months) 

who are able to finish the whole study period; 

3) IGRA positive; 

4) Voluntary to sign the Informed Consent Form (ICF) and cooperate in 

completing the study content. 

Exclusion criteria: 

Prior to the intervention, subjects meeting any one of the conditions listed below will 

not be enrolled. 

1) Subjects with previous or current active TB, or with suspected active TB; 

2) Pregnant or lactating women or women preparing for pregnancy; 

3) History of prophylactic treatment with rifapentine persistently for more than 

14 days or with isoniazid intermittently for more than 30 days in the previous 

two years; 

4) Contraindication to isoniazid or rifapentine; 

5) Liver dysfunction or impairment (alanine aminotransferase (ALT) and/or 

aspartate aminotransferase (AST)> 3 times of the normal value; and/or total 

bilirubin (TBIL) >1.5 times of the normal value; and/or accompanied by liver 

impairment symptoms and signs); 

6) Subjects infected with Hepatitis B or C virus; 

7) Subjects with renal insufficiency or degeneration; 

8) White blood cell count before treatment <2.0×10
9
/L; 

9) Positive in Human Immunodeficiency Virus (HIV) test (primary screening 

test); 

10) Subjects with autoimmune diseases or undergoing the treatment with 

immunosuppressive agents; 
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11) Subjects addicted to drinking or drug users; 

12) Subjects with tumor; 

13) Those without perfect capacity for act owing to mental disorders, deaf mutism 

or disability, and those failing to cooperate in the test or failing to make a 

promise that they can complete the whole study period; 

14) Other conditions unsuitable for participation in this study as judged by the 

investigator. 

(V) Sample Size 

 

(1) Assuming the protective rate of the intervention measure is 70%, the 2-year 

incidence of the population with latent infection is 2%, the confidence interval is 95% 

and power=80%, then 

R=1 P1=2% P2=0.6% 

=(2%+0.6%)/2=1.3% 

= 98.7% 

(2) The number of subjects required to complete the intervention regimen in each 

intervention group was calculated as n=7.9*0.013*0.0987*2/(0.02-0.006)2=1,034. 

Assuming a 20% discontinue treatment and/or loss to follow-up and the sample size 

was increased to 1,300 (10314/0.8=1293) for intervention group and a 10% 

discontinue treatment and/or loss to follow-up and the sample size was increased to 

1140 (10314/0.9=1140) for control group. 

(3) Assuming the percentage of IGRA-positive population of 50-70 years of age was 

20%, and those meeting the inclusion and exclusion criteria was 90%. 
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Then, the number of subjects will be screened was 7222 (1,300/0.2/0.9=7222) for 

intervention group and 6333 (1140/0.2/0.9=633) for control group. 

A total of 20777 (7222×2+6333) residents of 50-70 years of age will be required to 

be screened in three groups. 

 (VI) Observation Endpoints 

In this study, the primary endpoint is defined as diagnosis of active TB (referenced 

the Guidelines for the Implementation of TB Prevention and Control Program in 

China for diagnostic criteria). 

Patients with active TB, in this study, defined as those diagnosed by microbiological 

diagnosis or those diagnosed with clinical diagnosis. 

Those intervention subjects will be observed from their enrollment to receive initial 

medication till the end of follow-up at Month 24. 

(VII) Ethics 

Since the intervention subjects are 50-70 years old who are vulnerable to anti-TB 

drugs, the treatment will be terminated for individuals or for all participants if the 

based on the severity of drug-related side effects.  
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I. Study Background 

TB is one of the most important infectious diseases that seriously threaten human health. 

With the popularization of modern TB control strategy Directly Observed Treatment 

Short-course (DOTS), significant achievements have been made in the prevention and 

control of TB in China over the past twenty years. However, China remains one of the 30 

countries worldwide with high TB burdens at present and has approximately 900,000 

new cases per year, which is the second in the world. Accordingly, the epidemic situation 

of TB remains very severe. 

Building a support system for the prevention and control of major infectious diseases to 

provide scientific and technological support in the reduction of the incidence and fatality 

rate is the core objective of the major project. In the prevention and control of TB, we 

have three major challenges: 1) concerning TB diagnosis, traditional diagnostic methods 

have fallen behind, are far from meeting different clinical requirements, and new 

technique-based identification and diagnostic methods are still quite far from their 

clinical application; 2) concerning TB prevention, the immune protection effect of BCG 

vaccine is uncertain, and the research status and prospects of new vaccines or modified 

vaccines remain unclear; 3) concerning TB treatment, no new drugs have been emerged 

in the past decades, current treatment protocols are long in the treatment cycle, patients’ 

compliance to the treatment is hard to be guaranteed, and drug-resistant TB and active 

TB bring heavy burdens and are difficult to be treated. Therefore, in the current situation 

that it is difficult to have a breakthrough in the bottleneck problem in the field of TB 

diagnosis and control, looking for a new breakthrough has become a prerequisite to 

achieving the goal of ―Reducing Two Rates‖ in the major project. 

In China, high infection rate of MTB, large infected population, and lack of effective 

intervention measures are the major reasons why the incidence of TB is declining slowly. 

Adopting effective intervention measures to reduce the onset risk of patients with latent 

infection will be the most direct method to reduce its incidence. Studying new treatment 
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protocols and shortening corresponding course of treatment are the most direct and 

effective measures to reduce the prevalence of TB. Accordingly, it is of great significance 

to directly reducing the incidence and prevalence of TB in China to carry out the targeted 

intervention study on the population with latent infection. 

Intervention adopted among the high-risk population with LTBI is a direct method to 

reduce the incidence of TB, which has already been a consensus in the TB prevention 

and control worldwide and a key content to realize the medium- and long-term goals of 

TB control. It is estimated by WHO that about 1/3 people of worldwide are infected with 

MTB, and most of them are in a state of latent infection for a long time. About 5% of 

those infected will develop active TB (TB) in the two years during the early phase of 

infection, and about 10% of those infected will develop this disease at some stage in 

subsequent life. It is thus evident that those patients with TB we can find now are only 

the tip of an iceberg, and the population with latent infection is an enormous pool of 

potential patients. According to the world average level, hundreds of millions of people 

are infected with MTB in China, and without any intervention, tens of millions of those 

with latent infection will develop active TB. More importantly, these new cases will 

further disseminate the epidemic situation and produce more new infections, resulting in 

a more serious TB burden on the country. Accordingly, the significance and necessity of 

preventing the progression of latent infection to active TB and reducing the incidence of 

TB using effective interventions has already been a global consensus. Studies abroad 

showed that prophylactic chemotherapy could effectively reduce the incidence of this 

disease in population with high onset risk of TB, with its protective effect reaching up to 

90%. The success of short course chemotherapy, especially in recent years, has greatly 

reduced the problem of poor compliance during the intervention due to long period of 

medication and severe adverse drug reactions. In 2012, U.S. Centers for Disease Control 

and Prevention (CDC) formally issued a 12-week medication protocol of ―isoniazid + 

rifapentine‖ (once a week). This protocol, having been verified via a large-scale, 

multicentered intervention study, can have a protective effect equivalent to that of the 

conventional 9-month treatment with isoniazid, and meanwhile its completion rate can be 
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increased from about 60% to 80% and the incidences of adverse reactions like hepatic 

impairment and rush were decreased to <1%. 

At present, the current epidemic situation of LTBI (LTBI) is still not clear in China. The 

definition of high - risk population and the study concerning intervention regimens are 

still in the exploratory stage, and there is no mature intervention strategy, especially there 

is a lack of evaluation on prophylactic chemotherapy protocols based on domestic drugs 

and specific to the population characteristics China. The investigation on current 

situation of MTBLTBI among key population in China has been paid highly attention to 

in the major project of infectious diseases. Additionally, a large-scale, multicenter project, 

―Epidemiological Investigation and Cohort Study of LTBI‖ was initiated in 2013, mainly 

aiming to provide the country with accurate epidemiological background data on LTBI in 

the key population (rural population and migrant workers). On this basis, this study will 

continue to closely focus on the goal of ―Reducing Two Rates‖ in the major project in the 

―12th Five-Year‖ period. A randomized controlled trial to explore short-course 

chemotherapy intervention regimens of latent infection that are in line with our national 

conditions and population characteristics MTB will be conducted. A comprehensive 

evaluation on different intervention models on this basis to provide effective intervention 

methods for improving comprehensive prevention and control strategies of TB and to 

provide technical support for cutting off the transmission chain and for reducing the 

incidence and new infections. 
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II. Overview of Investigational Medicinal Products 

(I). Rifapentine 

1. Basic information 

Manufacturer: Wuxi Fortune Pharmaceutical Co., Ltd., Jiangsu, China 

Ingredients: the main ingredient of this product is rifapentine. 

Chemical name: 3-[[(4-cyclopentyl-1-piperazinyl)imino]methyl]-rifamycin 

Molecular formula: ：C47H64N4O12 

Molecular weight: 877.04 

Characteristics, dosage form and strength: 

The content of this product is brick red or dark red crystalline powders.  

Dosage form: capsules 

Strength: 0.15g/pellet 

Pharmacological property (mechanism of action): rifapentine is a semisynthetic 

broad-spectrum bacteriocidal drug with its mechanism of action as same as that of 

rifampicin, which is that it firmly binds with DNA-dependent RNA polymerase subunits, 

suppresses the synthesis of bacterial RNA and prevents this enzyme from linking with 

DNA and thereby block RNA transcription and stop the synthesis of DNA and proteins. 

1.2 Pharmacokinetics (half-life, in vivo absorption, distribution and metabolic 

pathway) 

It is slowly and partially absorbed in the gastrointestinal tract. For health adults, its 
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average Cmax is 5.13 mg/L and its elimination half-life (t1/2β) is 14.1 h with a single 

oral dose of 4 mg/kg; and its average Cmax is 8.5 mg/L and its elimination half-life 

(t1/2β) is 19.9 h with a single oral dose of 8 mg/kg. Its protein binding ratio is >98%, and 

its plasma concentration can reach the peak within 5-15 h after oral intake. It is widely 

distributed in the body, most widely in hepatic tissues, followed by the kidney, and it also 

has a relatively high concentration in other tissues, but it is not easy to penetrate the 

blood-brain barrier. It is mainly deacetylated by an esterase enzyme in the liver to 

become 25-desacetyl rifampicin, and the latter is deacetylated inside the liver more 

slowly than rifampicin with a significant decrease in its protein binding ratio, which will 

be hydrolyzed to form the inactive 3-formyl rifamycin. Since hepatoenteral circulation 

the product exists, its active compound can be re-absorbed when it is excreted to the 

intestine from the bile. This product and its metabolites are mainly discharged in the 

stools after they are excreted to the intestine from the bile, and only partially discharged 

in the urine. 

3. Human safety studies 

It has certain hepatotoxicity and is teratogenic to fetus. 

Concerning rifapentine in the prophylactic treatment of TB, the rate of adverse reactions 

is low, about 6.74-7.20%. Its incidence of hepatic impairment is significantly lower than 

that of rifampicin, and its incidences of adverse drug reaction, hepatic dysfunction, 

elevated ALT, elevated serum bilirubin, gastrointestinal adverse reactions and drug 

discontinuance are all lower than those of the rifampicin group. It is helpful to the 

regularity of the whole course of anti-TB chemotherapy and it can control the incidence 

of liver function damage more effectively, which is an ideal drug for the treatment of TB. 

Those patients who temporarily discontinued their prophylactic treatment due to adverse 

reactions, including those with drug-hepatitis, all returned to normal with no sequela 

found. A rise in ALT might occur in the elderly patients. 

4. Clinical efficacy studies 
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Rifapentine is long-acting as a prophylactic treatment for TB, with an efficacy index of 

8.07 and a treatment effective rate of >96%. Both its effects and action time are better 

than those of rifampicin. After the prophylactic treatment, the cumulative incidence in the 

patients receiving rifampicin is 7.41% lower than those receiving isoniazid and 56.59% 

lower than those receiving no drugs. For a treatment protocol, shorter course of treatment, 

stronger acceptance and higher regular treatment rate mean better prophylactic effect. 

Rifapentine is well distributed in tissues with a relatively high protein binding rate 

(88-99%) and strong tissue penetration capacity. It stays relatively long in tissues and has 

a relatively highly concentration in human tissues such as lung, liver and kidney. 

Meanwhile, its effective concentration is also relatively high in body fluids. It can 

quickly enter cells and cavities to kill tubercle bacillus in both reproduction and resting 

phase inside and outside cells. 

Rifapentine exhibits relatively good antibacterial activity to tubercle bacillus, and it can 

kill semi-dormant tubercle bacillus, reduce the relapse, shorten the course of treatment, 

and increase the treatment effectiveness of TB when it is used in the population having 

already been infected but with absence of active lesions. Meanwhile, it is also  

obviously better than the conventional treatment group (in which rifampicin is contained) 

in the promotion of lesion absorption and improvement and sputum negative conversion. 

Additionally, it is highly effective and less toxic with strong antibacterial activity and 

stable plasma concentration compared with rifampicin, which can promote the regular 

treatment in patients with TB and improve their prognosis. 

The protective rate of a 3-month protocol with rifapentine and isoniazid (twice a week) is 

about 75%. 

(II) Isoniazid 

1. Basic information 

Manufacturer: Shanghai Lutheran Yellow River Pharmaceutical Co., Ltd., China 

Ingredients: the main ingredient of this product is isoniazid, whose chemical name is 
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4-pyridylcarbonyl)hydrazine. 

Molecular formula:C6H7N3O 

Molecular weight: 137.14 

Characteristics, dosage form and strength: it is white or off-white tablets. Tablets. 

Strength: 100 mg 

Pharmacological property (mechanism of action): it is a synthetic antibacterial drug 

with bactericidal action, and it is effective only to mycobacteria, mainly those bacteria in 

growing and reproduction period. Its mechanism of action has not yet been explained, 

and it may break the cell wall by inhibiting the synthesis of mycolic acid in susceptible 

bacteria. 

2.2 Pharmacokinetics (half life, in vivo absorption, distribution and metabolic 

pathway) It can be rapidly absorbed in the gastrointestinal tract after it is orally taken, 

and then distributed in tissues and body fluids of the body, including cerebrospinal fluid, 

pleural fluid, peritoneal fluid, skin, muscles, milk and cheesy tissues. It also can permeate 

the placental barrier. Its protein binding ratio is only 0%～10%. Its peak plasma 

concentration can be achieved within 1-2 h after oral medication. However, 4-6 h 

following medication, its plasma concentration is different based on the acetylation speed 

of patients, with T1/2 being 0.5-1.6 h for those fast acetylators, 2-5 h for those slow 

acetylators and possibly longer for those with liver and/or renal function impairment. In 

terms of metabolism, it is mainly acetylated in the liver to form inactive metabolites, 

some of which are hepatoxic. The rate of acetylation is determined by heredity. Slow 

acetylators always have insufficient hepatic n-acetyltransferase, and the unacetylated 

isoniazid can be partially bound. 

It is mainly excreted through kidney (about 70%) and it will be discharged within 24 h, 

and most of its metabolites are inactive. For this product, 93% is excreted in the urine in 
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the form of acetylation in fast acetylators, whereas 63% in slow acetylators. 7% of 

isoniazid found in the urine is in a free or conjugated form in fast acetylators, whereas 

37% in slow acetylators. This product can easily cross the blood-brain barrier, and it can 

also be excreted in the milk. Additionally, small amounts of this product can be excreted 

in salvia, sputum and stools. A considerable amount of isoniazid can be eliminated via 

hemodialysis and peritoneal dialysis. 

3. Human safety studies 

It has hepatotoxicity and neurotoxicity. 

Concerning isoniazid in the prophylactic treatment of TB, the rate of adverse reactions is 

about 10.16-14.09%. Of those adverse reactions, hepatic lesion is the most important. 

The incidence of asymptomatic rise in transaminase is about 10-20%, and the incidence 

of IBH related hepatitis (symptomatic with transaminase level reaching 5 times the upper 

limit of normal) is 1%. Adverse reactions are rare in persons under 35 years of age, and 

2% of patients may develop peripheral neuritis 

4. Clinical efficacy studies 

As a prophylactic treatment for TB, isoniazid has an efficacy index of about 5.61 and its 

protective rate is 25-93% (usually around 60%). Its 12-month, 6-month and 3-month 

protective rates are 93%, respectively, with no significant difference between the 

6-month and 12-month rates. Generally, its effective protective period after cessation of 

the treatment is 4-5 years, depending on the local epidemic situation. 

Isoniazid has a highly selective antibacterial effect on MTB, which is bacteriostatic to 

bacteria in the quiescent stage and bactericidal to those in the reproduction stage, and 

also bactericidal to MTB which is distributed inside and outside cells as well as in cheesy 

tissues. Isoniazid, in the course of application, can transiently reduce the incidence of TB. 

However, its efficacy in preventing TB can be influenced because it is difficult for 

patients to take this drug due to long medication time and the irregular medication rate is 
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increased. 
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III. Inclusion, Exclusion, and Termination Criteria for Subjects 

(I) Inclusion criteria 

Prior to intervention, subjects must meet all the requirements below before they are 

enrolled. 

1) Age of 50-70 years old; 

2) Local residence population or external resident population who are able to finish 

the whole study period; 

3) IGRA-positive; 

4) Voluntary to sign the Informed Consent Form (ICF) and cooperate in completing 

the study content. 

Note: 

a) Local residence population is defined as those residents holding a local 

household register, excluding those who have been outside their registered 

residence for 6 or more months. 

b) External resident population is defined as those without a local household 

register but having lived there continuously for 6 or more months. 

(II) Exclusion criteria 

Prior to the intervention, subjects meeting any one the following conditions will not be 

enrolled. 

1) Subjects with previous or current active TB, or with suspected active TB; 

2) Pregnant or lactating women or women preparing for pregnancy; 
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3) History of prophylactic treatment with rifapentine persistently for more than 14 

days or with isoniazid intermittently for more than 30 days in the previous two 

years; 

4) Contraindication to isoniazid or rifapentine; 

5) Liver dysfunction or impairment (ALT and/or AST> 3 times of the normal 

value; and/or TBIL>1.5 times of the normal value; and/or accompanied by liver 

impairment symptoms and signs); 

6) Subjects infected with Hepatitis B or C virus; 

7) Subjects with renal insufficiency or degeneration; 

8) White blood cell count before treatment <2.0×10
9
/L; 

9) Positive in Human Immunodeficiency Virus (HIV) test (primary screening 

test); 

10) Subjects with autoimmune diseases or undergoing the treatment with 

immunosuppressive agents; 

11) Subjects addicted to drinking or drug users; 

12) Subjects with tumor; 

13) Those without perfect capacity for act owing to mental disorders, deafmutism 

or disability, and those failing to cooperate in the test or failing to make a 

promise that they can complete the whole study period; 

14) Other conditions unsuitable for participation in this study as judged by the 

investigator. 

Note: 



 

19 

 

1. Subjects with previous or current active TB: refer to those with an established 

diagnosis of past and current active TB or extra-pulmonary TB from a normal 

national agency for TB prevention and control. 

2. Extra-pulmonary TB is defined as the isolated occurrence of TB in any part of 

the body other than lungs diagnosed from a normal national agency for TB 

prevention and control, mainly including bone TB, renal TB, lymph node TB, 

intestinal TB, etc. 

3. A suspected case refers to a patient whose DR examination shows a lesion 

conforming to active TB. 

4. Contraindications to isoniazid or rifapentine are listed as follows: 

1) Use at screening or continued use during the intervention of drugs with serious 

drug interactions with isoniazid or rifapentine (see drugs prohibited or 

cautiously administered in Drug Combination); 

2) Subjects with allergies (such as fever, rush and arthritis) to isoniazid and 

ethionamide, pyrazinamide, nicotinic acid and other chemical constitution 

related drugs; 

3) Subjects with allergies (such as fever, rush and arthritis) to rifamycin 

antibacterials; 

4) Previous INH/RPT (or rifamycin antibacterials) related hepatic injury; 

5) Subjects with abnormal liver function prior to medication (see Item 5 of the 

exclusion criteria) 

(III) Withdrawal criteria 

1) Definition of withdrawal from the trial: Which means subjects in an intervention study 
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require ending the participation initiatively. 

2) Criteria for withdrawal from the trial; 

a. Refusal to participate in the study; 

b. Loss to follow-up; 

c. Death; 

d. Established diagnosis of TB; 

e. Subjects ask for withdrawing from the study owing to other diseases or events 

(such as getting sick in hospital) occurring that can influence the intervention results. 

3) Procedures for withdrawal from the trial: 

After the confirmation by investigators, when a subject withdraws from the trial, the final 

observation and examination required in the protocol must be performed. Investigators 

should fill in the corresponding information (including observation and examination 

results, the date of withdrawal, reasons for withdrawal, measures adopted, and changes in 

the pathogenesis condition after the withdrawal) in the Early Determination Record 

Form. 

4) Treatment of subjects withdrawing from the trial prematurely: 

For subjects having withdrawn from this study, investigators, on the premise of 

protecting the rights of subjects, should conduct a follow-up survey as far as possible via 

telephone, home visit or email, and fill in the results in the Case Report Form (CRF) and 

make an evaluation. 

For those having withdrawn from this study due to adverse events, investigators should, 

on the basis of striving for further follow-up, record last medication time, record all 

adverse events that lead to the withdrawal in detail and meanwhile conduct a safety 
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evaluation. 

(IV) Removal criteria 

1) Definition of removal from the trial: It refers to the situation that during the 

implementation of this study, investigators believe a subject is not suitable to continue 

the study and must be removed based on his/her corresponding conditions. 

2) Criteria for removal from the trial: 

During the intervention, subjects meeting any one of the conditions listed below should 

be removed. 

a. Those failing to meet the inclusion criteria but mistakenly included in the trial; 

b. Subjects meeting the inclusion criteria but failing to take drugs after enrollment, or 

those with no follow-up records; 

c. Subjects with poor compliance and failing to take drugs twice in accordance with dose, 

frequency and course of treatment specified; 

d. Subjects receiving a drug combination beyond the specified range, particularly 

concomitant drugs that will greatly influence the test results and affect the determination 

of both efficacy and safety. 

e. Any other condition as deemed by investigators unsuitable for continued participation 

in this trial. 

3) Procedures for removal from the trial: 

After the confirmation by investigators, the reasons for the removal must be filled in the 

Early Determination Record Form if investigators deem that a subject will be removed 

from the trial. 
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4) Treatment of subjects removed from the trial 

When investigators initiatively remove a subject from the trial owing to safety issues 

such as adverse events, they should conduct a follow-up survey besides adopting 

appropriate measures until they confirm that the subject is safe and no further follow-up 

survey is required, unless the subject refuses to be cooperative. 

(V) Criteria for drug discontinuance 

Investigational drugs may be temporarily or permanently discontinued due to some 

adverse events or special circumstances. In order to ensure the compliance of the study 

subjects, medication should be started immediately in the subjects having discontinued 

their drugs after clinicians or investigators judge that the adverse events or special 

circumstances have already been adequately resolved or settled. If a subject withdraws 

from the study due to adverse drug reactions and has not restarted the medication within 

1-2 weeks (2 interruptions at most), this medication will be permanently discontinued for 

the subject. 

1) Criteria for temporary drug discontinuance 

a. Temporary drug discontinuance, caused by adverse drug reactions of investigational 

drugs, should be applied before the elimination of the adverse reactions based on the 

nature and severity of the adverse reactions according to Toxicity Management of 

Investigational Drugs. 

b. If investigational drugs are unsuitable due to the combination with other drugs, field 

investigators should decide whether to temporarily discontinue the investigational drugs 

or not based on the concrete situations, and the shorter duration of drug discontinuance 

within the acceptable range judged by clinicians, the better. 

2) Criteria for permanent drug discontinuance 

a. Drug toxicity or occurrence of serious adverse events; 
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b. A patient refuses to continue the medication; 

c. Unintended pregnancy 

d. Discontinuation of the study. 

3) Common indications for drug discontinuance 

a. Headache or peripheral neuritis. Symptomatic treatment can be adopted in case of mild 

symptoms, and related drugs should be determined and discontinued in case of serious 

symptoms. Isoniazid should be discontinued in case of mental symptoms such as 

epilepsy occurring during the medication. 

b. A rise in ALT. Changes in a patient’s condition should be observed and appropriate 

adjuvant drug therapy applied if ALT is 2 times higher than the normal value; and all 

investigational drugs should be discontinued and a new evaluation performed again after 

recovery of hepatic function when ALT is 3 times higher than the normal value. 

c. Mild allergic reactions. These symptoms should be closely observed and judged to see 

whether they are caused by the investigational drugs. In case of serious allergic reactions 

such as anaphylactic shock, laryngeal edema, airway obstruction or bullous dermatitis, all 

investigational drugs should be discontinued in time and the subjects should be 

immediately hospitalized for treatment. Whether to restart the investigational drugs or 

not will be determined based on the treatment outcomes. 

d. Gastrointestinal reactions. Investigational drugs can be taken in divided doses and 

symptomatic treatment can be adopted in case of gastrointestinal reactions. However, 

investigational drugs should be discontinued in case of no remission in the symptoms or 

any serious reactions. 

e. Arthralgia. Investigational drugs should be discontinued in case of no improvement 

after symptomatic treatment or any serious symptoms. 
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(VI) Criteria for dropout subjects 

1) Definition of dropout: All subjects who were included in the intervention have the 

right to withdraw from the study at any time, and regardless of the time and cause of the 

withdrawal, as long as a subject fails to finish the observation period as specified by the 

protocol, the subject is called a dropout subject. 

2) Criteria for dropout subjects: 

a. Dropouts for any reasons who will not continue this study; 

b. Other circumstances when subjects can not complete the intervention, such as loss to 

follow-up and death. 

3) Treatment of dropout subjects 

a. After a subject drops out, the investigators should contact the subject as far as possible 

via multiple means such as home visit, follow-up appointment and telephone, finish the 

evaluation items that can be finished, ask about the reasons, and record the time of final 

medication as far as possible. 

b. For those who drop out due to adverse reactions and/or allergic reactions, 

corresponding therapeutic measures or transfer treatment will be adopted based on their 

practical situations, and meanwhile corresponding records will be made after their 

symptoms are finally judged to be associated with the investigational drugs. 

c. Documents of all subjects who drop out from the study such as ICFs will be filed, 

summarized and preserved. 

4) Reasons for dropout 



 

25 

 

For any dropout, the reasons for dropout will be recorded, which generally include 

adverse events, violation of trial protocol (including poor compliance), loss to follow-up 

(including voluntary withdrawal of subjects), termination by investigators and others. 

(VII) Criteria for premature termination of the intervention study 

According to the ethical requirements concerning clinical trials, this intervention study 

will be prematurely terminated in case of any of the following conditions: 

1) In the process of intervention, it is found that the effect of drug treatment is not of 

clinical value; 

2) The protocol is found to contain major mistakes during the trial that make it difficult 

to evaluate the drug effects; 

3) This study is terminated by its sponsor for some reasons. Early termination of the 

therapy for all participants should be reported and its criteria were approved by the ethics 

committees. Such termination was determined by conservative criteria based on existing 

evidence for 3HP regimen until October 2015 (Supplementary file 2 and 3): 1) 

Occurrence of high grade events (Grade 3 and Grade 4) exceeds 5%. 2) Occurrence of 

hepatotoxicity (defined by AST/ALT > 3 times the ULN with symptoms or AST/ALT > 5 

times the ULN) exceeds 1%. 3) Any other unexpected condition might damage the risk 

and benefit balance in the study population evaluated by researchers and the ethics 

committees.
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IV. Study Implementation Procedures 

(I) Screening of latent infection 

People from rural areas are key population with high incidence of TB in China, which is 2 

times that of the urban people. More than 70% active TB patients in China come from the 

countryside. Poor medical and health conditions and low living standards are the important 

reasons for the rural population to become a population with latent infection and high onset 

risk of TB. In 2010, the incidence of active TB was 73.1/100,000 in Henan province, 

higher than the national average level, and this province is among regions with serious 

epidemic condition of TB nationwide. 

According to the inclusion criteria for the study subjects, the screening of LTBI will be 

conducted in the local rural population aged 50 -70 years old. For IGRA-positive 

population, investigation on case history and suspicious clinical symptoms of TB, 

physical examination, chest x-ray, etc. will be performed; those with previous or current 

active TB will be excluded. Meanwhile, whether the subjects can receive the intervention 

will be determined based on case history investigation and clinical examination results. 

The screening items for the subjects to be investigated are as follows: 

 IGRA test: to define IGRA-positive population; 

 Chest x-ray: to exclude those with active TB; and meanwhile to evaluate 

population with suspected active TB or with previous TB; 

 General physical examination: body height, body weight, blood pressure; 

 Questionnaire survey: 

 General demographic characteristics 

 Suspicious clinical symptoms of TB 

 Medical history of TB 

 History of prophylactic treatment for TB 

 Laboratory evaluation: 

 Liver function assessment: ALT, AST, TBIL, TP, albumin and A/G 
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 Virus hepatitis test: hepatitis B (HBsAg, HBsAb, HBeAg, HBeAb and 

HBcAb) and hepatitis C (HCV-Ab) 

 HIV test 

 Assessment of renal function: urea, creatinine and uric acid 

 Blood routine test: red blood cell count, haemoglobin, haematocrit, white 

blood cell count, differential count, platelet count, etc. 

 Fasting blood glucose and glycosylated hemoglobin testing 

(II) Grouping of intervention subjects 

After a subject has finished all the above examinations, the data administrator would 

summarize all the examination results and then judge whether to enroll this subject or not 

based on the inclusion and exclusion criteria. 

The randomization procedure is as follows: 

1) Numbering of respondents 

Number the intervention subjects from 1 to N using continuous natural numbers. 

2) Obtaining of random numbers 

Use SAS 9.4 statistical analysis software to produce a random function and then a 

random number table. 

3) Grouping 

Line up the random number table in ascending order, with subjects marked 1~n to be 

enrolled into intervention group A, those marked n+1~2n to be enrolled into intervention 

group B, and the rest to be enrolled into the untreated control group. 

This random number table is confidential to all subjects and is preserved by the 

principal investigator. 

(III) Interventions for target population 

Interventions will be implemented according to the medication regimens in the table 

below. 
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Group Drugs used for 

intervention 

Duration of 

intervention 

Medication 

regimen 

Maximum drug dose 

each time 

Intervention group A 
Isoniazid + 

rifapentine 
12 weeks 

Once a 

week 

Isoniazid: 900mg 

Rifapentine: 900mg 

Intervention group B 
Isoniazid + 

rifapentine 
8 weeks 

Twice a 

week 

Isoniazid: 600mg 

Rifapentine: 600mg 

Untreated control 

group 
- - - 

- 

Table 1. Grouping of intervention subjects and intervention regimen 

1. Method of administration 

Intervention group A: isoniazid (900 mg) and rifapentine (900 mg) once a week for a 

total of 12 weeks. Drug doses will be determined by the clinician before the first 

medication based on the dose standards established according to the intervention regimen. 

For each subject, both the dosage and frequency of drugs during the whole intervention 

process could not be adjusted, namely, drugs will be taken at a fixed dose. 

Intervention group B: isoniazid (600 mg) and rifapentine (600 mg) twice a week for a 

total of 8 weeks. Drug doses will be determined by the clinician before the first 

medication based on the dose standards established according to the intervention regimen. 

For each subject, both the dosage and frequency of drugs during the whole intervention 

process could not be adjusted, namely, drugs will be taken at a fixed dose. 

Untreated control group: no intervention measures will be given during the whole trial. 

This study adopts a medication method that subjects take drugs directly under the 

observation of their medication supervising physician. 

Subjects will take drugs at a specified dose as required in front of their medication 

supervising physician. In order to avoid the situation that subjects pretend to take 

medicine, the medication supervising physician can check whether subjects have taken 

drugs or not by communicating with the subjects or checking the drugs. Shoot the videos 

of medication for DOT quality evaluation on the premise of obtaining the subjects’ 
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informed consent. 

2. Reference standards for drug dose 

Intervention group A: 

Isoniazid: at a dose of 900 mg for those with a body weight of > 50 kg; at a dose of 15 

mg/kg (carried and rounded off) for those with a body weight of ≤50 kg. For example, if 

a subject weighs 44 kg, the dose of drug he or she should take is calculated as 15mg/Kg 

*44 kg=660, so 700 mg will be taken. 

Rifapentine: at a dose of 900 mg for those with a body weight of > 50 kg; at a dose 

calculated based on body weight (interquartile range) for those with a body weight of 

≤50 kg as recommend below. For example, if a subject weighs 32-50 kg, the dose of drug 

he or she should take is 750 mg. 

Weight Dose 

10.0-14.0 300mg 

14.1-25.0 450mg 

25.1-32.0 600mg 

32.1-50.0 750mg 

 

Intervention group B: 



 

30 

 

Isoniazid: at a dose of 600 mg for those with a body weight of > 50 kg; at a dose of 15 

mg/kg (carried and rounded off) for those with a body weight of ≤50 kg. For example, if 

a subject weighs 44 kg, the dose of drug he or she should take is calculated as 

600-[15mg/kg*(50-44）]=510, so 600 mg will be taken. 

Rifapentine: at a dose of 600 mg for those with a body weight > 50 kg; at a dose 

calculated based on body weight (interquartile range) for those with a body weight ≤50 

kg as recommended below. For example, if a subject weighs 35.1-50 kg, the dose of drug 

he or she should take is 450 mg. 

Weight Dose 

5.0-20.0 150mg 

20.1-35.0 300mg 

35.1-50.0 450mg 

 

(IV) Follow-up of intervention subjects 

1. Observation on safety and compliance of intervention regimen: physical examination 

will be performed monthly during the intervention implementation to monitor adverse 

reactions, concretely, thrice physical examination, respectively at Month 1， Month 2 and 

Month 3 during intervention in group A and twice physical examination, respectively at 

Month 1 and Month 2 during intervention in group B. Physical examination mainly 

including IGRA, blood routine and blood biochemical will be performed in each group 

once at Month 1 and Month 3 after completion of the medication. The compliance of 
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subjects to receive oral anti-TB drugs will be judged based on the tablet calculation 

method. 

2. Quarterly maintenance: after the implementation of intervention, cohort maintenance 

will be performed quarterly to complete the symptom investigation mainly via home 

visits or by telephone during the observation period. For those with suspicious clinical 

symptoms of TB, sputum samples will be collected and DR will be conducted. 

3. Follow-up at Month12 after intervention: a follow-up will be performed at Month 12 

after the intervention, mainly for actively case finding. For those with suspicious 

symptoms and those with suspicious DR results, a definite diagnosis will be made based 

on DR and microbiological examinations to obtain the incidence of active TB in the two 

intervention groups and the control group. 

4. Follow-up at Month 24 after intervention: a follow-up will be performed at Month 24 

after the intervention, mainly for actively case finding. For those with suspicious 

symptoms and those with suspicious DR results, a definite diagnosis will be made based 

on DR and microbiological examinations to obtain the incidence of active TB in the two 

intervention groups and the control group. 

5. Diagnosis for those with suspicious symptoms and those with suspected active TB 

1) Clinical experts will be organized for consultation and timely recording if subjects 

with suspicious symptoms or with suspected active TB are found during the study 

process (including screening period and follow-up period). 

2) There will be a specially designated person to be in charge of this and to complete 

the diagnosis in time. 

3) For those subjects diagnosed with active TB, the Trial Completion or Early 

Termination of Trial Record Form will be completed. Follow-up will be continued in 

patients with absence of TB. 
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(V) Assessment of observation endpoints 

1. Observation endpoints 

Endpoint means the expected outcomes occurring in a study subject, which emphasizes 

on the expected results. After this, the study subject will be no longer followed up. In this 

study, the primary endpoint is diagnosis of active TB (see Guidelines for the 

Implementation of Tuberculosis Prevention and Control Program in China for diagnostic 

criteria). Population with active TB, defined in this study, include microbiology 

diagnosis and clinical diagnosis. 

The observation period starts from the initiation of intervention following the enrollment 

of intervention subjects to the end of the follow-up at Month 24. 

(1) Cases with an established diagnosis of TB 

According to the Guidelines for the Implementation of Tuberculosis Prevention and 

Control Program in China, patients will be finally diagnosed with TB in case of any one 

of the following conditions: 

① Positive results in sputum smear examination, that is, sputum smear-positive TB 

② Negative results in sputum smear examination, but positive results in separation 

culture of MTB, that is, sputum culture-positive TB only 

③ Population diagnosed with TB by lung lesions specimen pathology. 

④ Positive results in molecular diagnosis (Xpert MTB/RIF) 

Any patient with one of the three conditions is a case with smear positive pulmonary TB: 

① 2 sputum smear positive in direct smear acid-fast bacillus microscopy. 

② 1 sputum sample is positive in direct smear acid-fast bacillus microscopy, plus DR 

examination conforms to active TB imaging findings. 

③1 sputum smear positive plus1 sputum culture positive. 
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Any patient with two of the following conditions at the same time is a case with only 

culture positive TB: 

① Negative results in sputum smear examination; 

②DR examination conforms to active TB imaging findings, plus 1 sputum  culture 

positive. 

(2) Clinical diagnosis of TB 

According to the Guidelines for the Implementation of Tuberculosis Prevention and 

Control Program in China, patients will be clinically diagnosed with TB (sputum 

smear-negative TB) in case of any one of the following conditions: 

1) Sputum smear negative for three times, DR examination shows lesions 

corresponding to active TB and accompanied by cough, sputum, hemoptysis and 

other suspicious TB symptoms. 

2) Sputum smear negative for three times, DR examination shows lesions 

corresponding to active TB and strong positive in 5-unit PPD test. 

3) Sputum smear negative for three times, DR examination shows lesions 

corresponding to active TB and positive in anti-TB antibody test. 

4) Sputum smear negative for three times, DR examination shows lesions 

corresponding to active TB and positive IGRA test. 

5) Sputum smear negative for three times, DR examination shows lesions 

corresponding to active TB and TB lesions confirmed by the extra-pulmonary tissue 

pathology. 

6) Suspected TB cases with sputum smear negative for three times, whose other lung 

diseases can be excluded after diagnostic treatment or follow-up. 

2. Treatment of observation endpoints 

1) After the endpoints occur, all record forms, documents and questionnaires of the 

subject during the study will be collected, checked and arranged, and then reported 
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to the project team together for preservation. 

2) For subjects with a definite diagnosis of TB whose endpoints occur during the study, 

the Trial Completion or Early Termination of Trial Record Form will be completed. 

3) After endpoints occur on a subject, the site principal and the coordinator should sign 

for confirmation at the same time. 

3. Circumstances which will not be considered as endpoints 

Any of the following cases, if occurring during the study, will not be considered and 

treated as endpoints, even though subjects will not be followed up since then. Instead, it 

will be considered as a kind of loss to follow-up and then treated as loss to follow-up in 

the subsequent data analysis. 

(1) Death: death information is obtained from a local hospital, their family members or 

the national death registration system. 

(2) Unintended pregnancy: subjects have unintended pregnancy during the intervention. 

(3) Withdrawal: subjects withdraw from the study owing to loss to follow-up (which 

refers to a circumstance that subjects withdraw from the study during the intervention 

due to moving out or other reasons, resulting in no access to their information), 

emigration (with their household registration having been moved out or having been 

outside for more than 6 months) or rejection. 

(4) Treatment discontinuance: after the evaluation of investigators, the medication needs 

to be permanently discontinued in subjects because they have developed adverse 

reactions or other adverse events or have taken concomitant drugs disallowed in the study. 

Follow-up will be continued in those subjects until the disappearance of the adverse 

events. 

(5) Early termination or suspension of the project: the sponsor of this project believe that 
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the trial must be prematurely terminated or suspended during the trial due to safety issues 

or other reasons. Investigators should notify the subjects and adopt appropriate treatment 

and follow-up, and meanwhile notify the Ethics Committees. 

(6) Any other circumstances investigators believe unsuitable for keeping in this study. 
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V. Assessment of Intervention Effects and Statistical Analysis 

(I) Observation and evaluation of intervention effects 

1. Observation indicators and criteria for intervention effect assessment 

During the period of interventional, the results of liver and kidney function test and 

related laboratory test will be performed monthly and DR will be performed at Month 12 

and Month 24 for active case finding to compare the development of active pulmonary 

TB in the intervention groups and the untreated control group. Meanwhile, adverse drug 

reactions in subjects during the drug therapy period will be observed and timely treated; 

subjects’ medication compliance will be evaluated for comprehensive assessment on the 

effectiveness of the intervention regimen from multiple perspectives and at multiple 

layers. 

The same criteria for assessment of intervention effects will be applied in the 

intervention period and the follow-up period. 

2. Statistical analysis sets 

The intention-to-treat analysis included all enrolled eligible subjects in each group. The 

per-protocol population included all eligible enrolled subjects who completed the 

assigned study regimen (defined as completed ≥ 90% doses of therapy). 

3. Effectiveness evaluation 

(1) Primary assessment indicators 

The incidence density of microbiologically established pulmonary TB and clinically 

diagnosed pulmonary TB in the intervention groups and the untreated control group from 

the enrollment of intervention subjects and the initiation of intervention to the 

completion of follow-up at Month 24. 

Definition of incidence density: If the study cohorts are to be observed for a relatively 
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long time, it is very difficult to keep the study population stable. Loss to follow-up for 

different reasons and differences in the time of occurrence of endpoint outcomes in the 

study subjects may all lead to differences in the duration of subject observation and, as a 

result, data will become very inhomogeneous. In this circumstance, the incidence needs 

to be calculated with person time of observation as the denominator. The rate calculated 

with person time as the unit has an instantaneous frequency nature and is referred to as 

incidence density (ID). The most commonly used person time unit is person year, based 

on which the person-year incidence is calculated. 

To calculate the numbers of person years of observation in the intervention groups and 

the untreated control group, investigators should record in detail the time (accurate to the 

day) of each study subject's entry into and withdrawal from the study and the cause of 

withdrawal in the Case Report Form. 

ID 

No. 

Birth date Date of 

inclusion 

Date of 

withdrawal 

Reason for 

withdrawal 

Person years of 

exposure 

Total 

       

       

       

 (2) Secondary assessment indicators: 

1) Discontinuation of intervention due to adverse reactions to the investigational 

medicinal products 

If the study is discontinued due to adverse reactions of the investigational products 

in subjects, the proportion of intervention discontinuation due to adverse reactions 

and the potential impact on the intervention effects will be evaluated. 

4. Safety evaluation 

Primary evaluation indicator: incidence of adverse event and drug side effects, 
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categories and severity of adverse event. 

All subjects having received at least one dose of investigational products will undergo 

safety evaluation. 

5. Compliance evaluation 

 (1) Medication compliance  

1) Evaluation criteria for compliance 

a) Whether the pre-established minimum treatment doses have been completed: 

with each study subject as the unit, at least 90% (only 2 missed doses are 

allowed) of the specified doses should be completed within the specified period. 

Namely, at least 10 of the specified doses should be completed from initiation of 

intervention to Week 12 in intervention A, and at least 14 of the specified doses 

should be completed from initiation of intervention to Week 8 in intervention B. 

2) Evaluation content and method 

a) The primary evaluation indicator of compliance is the completion status of 

medication in the subjects in the intervention groups evaluated according to 

the specified doses and times in the project. 

b) Subjects’ medication compliance will be comprehensively evaluated by 

tablet calculation method and patients’ records. 

(II) Evaluation of protective effects 

Follow-up of subjects will be performed at Month 12 and Month 24 after completion of 

intervention to closely observe the presence/absence of suspected symptoms of 

pulmonary TB and suspected cases of active pulmonary TB. Definite diagnoses will be 

made based on DR and pathogenic examinations to investigate the development of active 
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pulmonary TB in the intervention groups and the control group. 

Protective effects are evaluated mainly by the following three indicators: 

Protection rate = (incidence density of active pulmonary TB in the control group - 

incidence density of active pulmonary TB in an intervention group)/incidence density of 

active pulmonary TB in the control group 

Effect index = incidence density of active pulmonary TB in the control group/incidence 

density of active pulmonary TB in an intervention group 

Absolute risk reduction = incidence density of active pulmonary TB in the control group 

- incidence density of active pulmonary TB in an intervention group 
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VI. Issues Regarding Clinical Management 

(I) Adverse event evaluation and reporting 

1. Adverse events (AEs) 

Adverse events in this study are defined as undesirable medical events including harmful 

or unforeseeable anatomical, physiological or metabolic changes occurring during the 

period from initiation of intervention to within 90 days following the last administration, 

e.g. changes in signs, symptoms or laboratory indexes. Specifically, adverse events 

include: 

1) Increase in frequency or severity of preexisting diseases (not including 

diseases that are the observation endpoints of this trial), including 

intermittent or paroxysmal diseases; 

2) Suspicious drug interactions; 

3) Development of co-morbidities; 

4) Laboratory abnormalities of clinical significance; 

5) Unintended pregnancy. 

Situations that should not be deemed as adverse events: 

1) Foreseeable fluctuations in the conditions of preexisting diseases; 

2) Presence of symptoms and signs of diseases that are the observation endpoints 

of this trial; 

3) Expected progression of diseases that are the observation endpoints of this trial; 

2. Serious adverse events 

Serious adverse events refer to events meeting the definition of AE and must: 

1) be life-threatening and can result in persistent or significant dysfunction / 
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disability 

2) death 

3) cause permanent injuries to organ functions; 

4) carcinogenic 

5) result in hospitalization or prolongation of hospitalization 

6) Other conditions that are considered severe by investigators 

3. Treatment of adverse events 

1) Common adverse events (adverse reactions not associated with drugs): clinical 

physicians will administer appropriate treatment according to study subjects’ 

symptoms, signs and laboratory test results, e.g. symptomatic treatment, removal and 

follow-up. 

2) Expected adverse drug reactions: clinical physicians will assess the relationship 

between the adverse events and the investigational products according to study 

subjects’ symptoms, signs and laboratory test results and, if the adverse events are 

considered related or possibly related to the investigational products, they will be 

defined as adverse drug reactions. Clinical physicians and investigators will 

administer symptomatic treatment or suspend drug administration depending on the 

specific conditions of study subjects. Follow-up will be performed until symptoms or 

signs and corresponding laboratory examinations return to normal or the 

pre-intervention baseline levels. (appropriate treatment, stable disease) 

3) Unexpected adverse drug reactions: when the same adverse event occurs in multiple 

study subjects while its nature, severity and frequency and relation to the 

investigational products have not been mentioned in the current study protocol, the 

medication-supervising doctor should report the case to the person in charge of the 

project on the spot as early as possible. The principal investigator and clinical 

experts will study relevant information together, including disease history, previous 

treatment, disease condition, drug combination and changes, drug doses, over dosage, 
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etc. Clinical physicians and investigators will administer symptomatic treatment or 

suspend drug administration depending on the specific conditions of study subjects. 

4) Serious adverse events: the medication-supervising doctor should immediately 

inform the principal investigator and other physicians to come to the spot and, 

according to the treatment practices in specific clinical specialties, immediately 

administer appropriate treatment or rescue measures depending on clinical 

manifestations. After the conditions become stable, measures such as symptomatic 

treatment or suspension of drug administration will be taken depending on the 

specific conditions of study subjects. 

4. Documentation/reporting of adverse events 

The medication-supervising doctor, when discovering any new or serious adverse event, 

should timely fill out the Adverse Event Report Form and report the case to the county 

center for disease control and prevention within 24 hours. The county center for disease 

control and prevention and clinical experts will verify the case, perform an objective, 

scientific and all-round analysis, conduct a causality assessment and make detailed 

records. 

(II) Judgment and treatment of adverse drug reactions 

1. Definition of adverse reactions (AR) 

Adverse reactions defined as reactions that occur during intervention with the 

investigational products administered by the usual methods and at usual doses, are 

irrelevant to the treatment goal and induce other sufferings or harm in patients. Adverse 

events occur with normal dosage and administration and thus the definition has excluded 

reactions that are induced by drug abuse, overdosage, use of drugs in a manner that does 

not comply with the specified methods or quality defects of drugs. 

Depending on the severity of conditions, adverse drug reactions may be divided into mild, 
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moderate and severe adverse drug reactions. 

Depending on the emergency level of occurrence, adverse drug reactions may be divided 

acute and chronic adverse drug reactions. 

Depending on clinical manifestations, adverse drug reactions can be classified as: side 

effects, toxic effects, allergic reactions, after effects, secondary effects, idiosyncratic 

reactions as well as carcinogenic, teratogenic and mutagenic effects. 

2. Judgment method of adverse drug reactions 

Early and correct treatment of adverse drug reactions is critical for ensuring medication 

subjects’ compliance and success of the intervention study. Before subjects take drugs, 

the medication-supervising doctor should introduce the adverse drug reactions that may 

be induced by anti-tuberculosis drugs and the clinical manifestations using easily 

understandable language so that the medication subjects may perform self-monitoring 

and timely visit doctors upon development of the reactions. Once any adverse reaction 

occurs in patients, the medication-supervising doctor should administer correct judgment 

and treatment to reduce the physical and mental injuries of the adverse drug reaction to 

the medication subjects and timely report the case to the county center for disease control 

and prevention. 

When a medication subject develops discomforts after taking the drugs, first it should be 

determined whether the discomforts complained of by the subject or the laboratory 

abnormality is related to the investigational products, Relevant examinations should be 

performed depending on the clinical manifestations. The results should be compared to 

the pre-administration baseline results; the correlation between the clinical symptoms 

present and the intervention drugs, underlying diseases, other concomitant drugs or even 

diet and the environment should be carefully assessed to preliminarily judge the causality 

between clinical symptoms and the interventional drugs and identify the sites and nature 

of adverse reactions for differential diagnosis; it should be determined whether the 

adverse reactions are reactions to drugs and which drugs are responsible; the nature of 

the adverse reactions should be identified, i.e. whether they are allergies, toxic reactions 
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or side effects. The medication-supervising doctor and medication subjects should pay 

attention to the recognition of adverse reactions occurring following administration of 

drugs in this study and can not discontinue the therapy or alter the therapeutic regimen in 

an unprincipled manner at will. 

3. Judgment and treatment of adverse reactions of rifapentine 

a) Main adverse reactions: hepatotoxicity, gastrointestinal reactions and allergic 

reactions 

Medicinal 

product 

Main adverse 

reaction types 

Clinical manifestations 

Rifapentine 

Hepatotoxicity 

1. Poor appetite, nausea and discomfort in the 

hepatic region in most cases in the early 

phase; 

2. Elevated transaminases and hepatomegaly in 

the intermediate phase; 

3. In severe cases, concomitant jaundice, which 

is more prone to occur in patients with biliary 

tract obstruction; 

4. Transient transaminase elevation in most 

patients. 

Allergic reactions 

1. Drug fever, skin itching, rash and, in severe 

cases, exfoliative dermatitis; 

2. Eosinophilia, thrombocytopenia, 

granulocytopenia and decreased 

haemoglobin; 

3. Acute hepatitis complicated by jaundice and 

acute renal failure, oliguria, proteinuria, 

hematuria and cylindruria; 

4. Allergic shock and acute hemolysis in severe 

cases. 

Influenza-like 

syndrome 

1. Chills and hyperpyrexia; 

2. Headache; 

3. Asthma and dyspnoea; 

4. Generalized soreness, arthralgia, etc. 

Gastrointestinal 

reactions 

1. Nausea, vomiting, diarrhea and abdominal 

distention 

2. Vomiting immediately after eating in severe 
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cases. 

b) Rare adverse reactions: acute renal failure, shock, thrombocytopenia, rash, 

pseudomembranous colitis, pseudo-adrenal crisis, osteomalacia, hemolytic 

anemia, etc. 

c) Treatment measures: 

Main adverse 

reactions 

Treatment measures 

Hepatotoxicity 

1. It is manifested as transaminase elevation, most of which is 

reversible and generally can recover after liver protection therapy; 

2. In case of liver function abnormalities or mild hepatic impairment, 

liver protection therapy may be administered with close observation; 

3. In case of moderate hepatic impairment, physicians and investigators 

should perform a comprehensive assessment to determine whether 

drug therapy will be discontinued, and liver protection therapy will 

be administered with close observation; 

4. In case of severe liver damage, immediate drug withdrawal and liver 

protection therapy will be performed; 

5. In case of hepatic failure, rescue measures will be taken. 

Gastrointestinal 

reactions 

1. Gastrointestinal reactions generally include nausea and vomiting 

following drug administration, which may remit or disappear after 

resting or symptomatic treatment, so drug therapy may be continued 

with physicians’ close observation. 

Allergic 

reactions 

1. Allergic reactions include rash, fever, allergic shock, etc. A decision 

will be made to immediately stop drug therapy or take anti-allergic 

measures with physicians’ close monitoring, and anti-histamine 

drugs will be administered; 

2. In case of hypersensitivity or serious toxic reactions, glucocorticoids 

may be administered. 

Hematological 

damage 

1. In patients who develop leukopenia and thrombocytopenia after 

taking rifapentine, surgical procedures such as tooth extraction will 

be avoided, and oral hygiene will be ensured; caution will be 

exercised in picking teeth until the hemogram returns to normal; 

2. Physicians and investigators should perform a comprehensive 

assessment and, depending on the practical conditions, decide 

whether or not to take the following measures: administer leucocyte 

and platelet increasing drugs; prevent infection in case of 

granulocytopenia; prevent bleeding in case of thrombocytopenia; in 
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severe cases, transfuse blood components as appropriate. 

Precautions 

1. During drug administration, subjects’ secretions may appear orange 

red as a result of drug metabolism and the subjects will be informed 

of this prior to administration of the drug. 

4. Judgment and treatment of adverse reactions of isoniazid 

1) Main adverse reactions: hepatotoxicity and peripheral nerve damage 

Medicinal 

product 

Main adverse 

reaction types 

Clinical performance 

Isoniazid 

Hepatotoxicity 

1. Poor appetite, nausea, vomiting, acratia; 

2. Discomfort in the hepatic region and even pain, 

elevated hepatic enzymes and, in patients with 

severe jaundice, hepatic necrosis and acute 

hepatic atrophy, which, if not timely treated, may 

result in death. 

Peripheral neuritis 

1. In the early phase, extremity skin cacesthesia, 

mostly bilateral symmetric changes; 

2. Subsequent progression into extremity numbness 

and pain, limb asthenia and joint weakness. 

Central nervous 

system disorders 

1. Euphoria, memory loss, impaired concentration, 

etc.; 

2. Possibly, excitation, depression, dizziness, 

headache, insomnia, somnolence and even mental 

disturbance. 

3. Seizures in patients with a history of epilepsy or 

neuropathy. 

Allergic reactions 

1. Rash in most patients and, in severe cases, 

progression into exfoliative dermatitis; 

2. Occasional drug fever with a body temperature 

reaching up to 39°. 

Gastrointestinal 

reactions 
1. Poor appetite, nausea, vomiting, etc. 

Myelosuppression 1. Anaemia, leukopenia, thrombocytopenia, etc. 

Endocrine disorders 
1. Gynecomastia, impotence, menoxenia, 

tachycardia, Cushing’s syndrome, etc. 
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2) Rare adverse reactions: convulsion, pellagra, arthralgia, agranulocytosis, lupoid 

reaction, rash, dark urine, acute psychosis, occasional convulsion due to 

neurotoxicity, very rare blurred vision or hypopsia with or without 

ophthalmalgia (optic neuritis), hematocytopenia, gynecomastia, etc.. 

3) Treatment measures: 

Main adverse 

reactions 

Treatment measures 

Hepatotoxicity 

1. In patients aged more than 35, the incidence of hepatotoxicity is 

increased. Precursory symptoms of hepatotoxicity may include 

nausea or vomiting, poor appetite, abnormal acratia or weakness, 

yellowing of eyes and skin. Whether drug therapy will be 

discontinued and liver protection measures will be administered 

will be decided under physicians’ guidance; 

2. In case of liver function abnormalities or mild hepatic impairment, 

liver protection therapy may be administered with close 

observation; 

In case of moderate hepatic impairment, physicians and investigators 

should perform a comprehensive assessment to determine whether 

drug therapy will be discontinued, and liver protection therapy will 

be administered with close observation; 

3. In case of severe liver damage, immediate drug withdrawal and 

liver protection therapy will be performed. 

4. In case of hepatic failure, rescue measures will be taken. 

5.  Meanwhile, signs of hepatotoxicity will be closely observed, and 

liver and kidney functions will be examined periodically; 

6. See the Grading and management of hepatotoxicity of 

investigational drugs below for detailed measures for management 

of hepatotoxicity. 

Peripheral 

nerve damage 

1. Frequent are unstable gait or numbness and prickling sensation, 

burning sensation or finger pain. Vitamin B and adenosine 

glutamine may be supplemented for symptomatic treatment. 

2. Depending on patients’ tolerance and severity of TB, a decision will 

be made on whether or not to discontinue related anti-tuberculotic 

drugs. 

Precautions 

1. If optic nerve lesions such as symptoms of neuritis occur during the 

course of therapy, ophthalmic examination will be immediately 

performed, and the drug will be immediately withdrawn, 

neurotrophic drugs will be administered and, when necessary, the 
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patient should visit the department of ophthalmology and receive 

periodic reexaminations. 
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(III) Grading and management of hepatotoxicity and nephrotoxicity 

1. Grading and management of hepatotoxicity 

Hepatotoxicity classification 

Evaluation 

indicators 
0 1 2 3 4 

Alkaline phosphatase 
WNL 

>ULN- 

2.5*ULN 

>2.5*ULN

- 5*ULN 

>5*ULN- 

20*ULN 
>20*ULN 

Bilirubin 
WNL 

>ULN- 

1.5*ULN 

>1.5*ULN

- 3*ULN 

>*ULN- 

10*ULN 
>10*ULN 

γ-Glutamyltransferas

e (GGT) 
WNL 

>ULN- 

2.5*ULN 

>2.5*ULN

- 5*ULN 

>5*ULN- 

20*ULN 
>20*ULN 

Enlargement of liver None - - Yes - 

Hypoalbuminaemia 
WNL 

<LLN-3g

/ dL 

≥2-<3 

g/dL 
<2 g/dL - 

Hepatic 

disturbance/hepatic 

failure 

Norma

l 
- - Asterixis 

Encephalopath

y or coma 

Portal venous flow 

(PVF) 
Norma

l 
- 

Decreased 

PVF 

Portal vein 

countercurren

t 

- 

Aspartate 

aminotransferase 

(AST) 

WNL 
>ULN- 

2.5*ULN 

>2.5*ULN

- 5*ULN 

>5*ULN- 

20*ULN 
>20*ULN 

Alanine 

aminotransferase 

(ALT) 

WNL 
>ULN- 

2.5*ULN 

>2.5*ULN

- 5*ULN 

>5*ULN- 

20*ULN 
>20*ULN 

Other liver-specific 

indicators 
None Mild Moderate Severe 

Life-threatenin

g or disabled 

a. Grade-I toxicity (abnormal liver function or mild hepatic impairment): observe the 

subject and continue the study drug administration. 

b. Grade-II toxicity (moderate hepatic impairment): closely observe the study subject. 

If necessary, additional laboratory tests or relevant clinical examinations will be 

conducted. Investigators should decide whether drug therapy will be suspended 

depending on the specific conditions. 
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c. Grade-III and grade-IV toxicity (severe hepatic impairment and hepatic failure): 

closely observe the study subject. Investigators should first identify the origin of 

hepatotoxicity and, prior to discontinuation of drug administration, rule out 

hepatotoxicity due to other causes. If hepatotoxicity is caused by concomitantly 

administered drugs, co-medication will be stopped. Investigators should decide 

whether or not to reinitiate drug therapy depending on the attribute and severity of 

toxicity, the degree of reduction in toxicity and whether any other cause responsible 

for the toxicity has been identified. If grade-III or grade-IV toxicity reappears, 

investigators should decide whether drug therapy is to be stopped temporarily or 

permanently depending on the specific conditions. 

2. Treatment of nephrotoxicity 

1) Clinical manifestations 

The earliest manifestations of nephrotoxicity include proteinuria and cylindruria. There 

may be no significant change in urine production and no overt symptoms or signs at this 

time; subsequently, erythrocytes will be present in the urine, together with changes in 

urine volume (increase or decrease) and urine pH (mostly from acidity to alkalinity), 

azotemia, renal insufficiency, increased urine potassium excretion, etc. 

These conditions usually occur 3-6 days following drug administration and disappear or 

gradually recover within 5 days following drug withdrawal. Acute or chronic renal 

failure, etc. may occur in a small number of patients. 

Nephrotoxicity caused by rifamycin drugs, e.g. interstitial nephritis, may occasionally 

induce acute renal failure, and this mostly occurs in patients on intermittent drug therapy; 

interstitial nephritis is usually complicated by fever, myalgia, rash and eosinophilia. 

2) Treatment of drug-induced renal impairment 

Once a patient presents with renal function impairment associated with anti-tuberculotic 
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drugs or of undetermined origin, drugs that may have an impact on renal function should 

be immediately stopped. In patients with severe disease conditions or patients showing 

progressive worsening after drug withdrawal, further examination will be performed to 

guide further treatment. 

(IV) Concomitant medication and management 

1. Concept of concomitant medication 

Concomitant medications in this study include: drugs that are contraindicated in subjects 

throughout the trial (except isoniazid plus rifapentine specified in the protocol) and drugs  

that are to be administered necessarily for treating other diseases and adverse reactions of 

study subjects during intervention, which are impertinent to the study, belong to 

concomitant medications. Drugs that may interfere with the therapeutic effects in the 

study should be pre-identified, and drugs that are allowed or forbidden during 

intervention period and follow-up period should be specified. 

Concomitant medications in this study should not interfere with the observation of 

efficacy and safety of investigational drugs or treatment of subjects’ other diseases. 

2. Documentation and evaluation of concomitant medications 

(1) Documentation of concomitant medications 

During the process of intervention, the medication-supervising doctor should inquire 

about and document in detail the use of concomitant medications in study subjects in 

routine supervision and monthly clinical inspection. If any subject has used drugs other 

than the investigational products, the name of the drug and time of use should be 

documented in the Intervention Medication Record. 

(2) Evaluation of the impact of concomitant medications on intervention effects and 

evaluation steps 
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i. If a subject has taken a drug that is forbidden in the study during the intervention 

period or the follow-up period, the investigator should terminate the subject’s 

participation in the intervention study according to the removal criteria 

specified in the study protocol. 

ii. If a subject has taken any other drug (concomitant medication that does not 

comply with the removal criteria) during the intervention period, the 

investigator should evaluate its impact on the observation of the trial result of 

the subject. 

 

Patients feel discomfort and complain 

of a history of concomitant medication 
Active finding in supervision or 

inspection 

Step I: record in detail in the 

Concomitant Medication Form 

Step II: judge whether the drug is a 

forbidden drug or a drug that will be 

used with caution 

Investigators decide whether or not to 

remove the subject/discontinue the 

investigational product/discontinue the 

concomitant medication according to 

the specific conditions. 

Fill out the Subject Removal Form and 

Subject Medication Discontinuation 

Form. 

Yes 

No 

Complete the Table of Adverse Events 

at the same time 

Evaluate the impact of concomitant 

medication on study safety and 

compliance 

Handling and reporting of adverse 

events 

Closely observe the study subject until 

the concomitant medication is stopped 
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3. Drugs prohibited from concomitant use 

Drugs That Cannot be Concomitantly Administered in Subjects 

Process Medicinal product prohibited from concomitant use 

Interve

ntion 

process 

Rifabutin, rifampicin, pyrazinamide, ethionamide or other anti-tuberculotic 

drugs 

Follow-

up 

process 

Isoniazid, rifapentine, rifabutin, rifampicin, pyrazinamide 

4. Concomitant medicinal products that need to be closely monitored 

Intensive monitoring is required for any subject who takes any of the following drugs 

which may inhibit MTB. 

Process Drugs Concomitant medications 

In
terv

en
tio

n
 p

ro
cess 

Rifapentine a) p-aminosalicylate: p-aminosalicylate may affect the 

absorption of rifapentine and result in decreased plasma 

concentration of rifapentine; if they have to be used in 

combination, an interval of at least 6 hours should be  

guaranteed. 

b) Anticoagulants: Concomitant use of anticoagulants and 

rifapentine may reduce the anticoagulant effect of the 

latter and thus requires careful consideration; 

c) Antacid agents: Concomitant use will significantly 

impair the bioavailability of rifapentine. 

d) Aminophylline, theophylline, clofibrate, verapamil 

(Isoptin), trimethoprim, digitalis glycosides: As 

rifapentine will induce the activity of hepatic microsomal 

enzymes, the potency of the above drugs may be reduced 
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if they are concomitantly administered with rifapentine. 

Therefore, the dosage of the above drugs except digoxin 

needs to be adjusted prior to use of rifapentine and during 

the course of therapy. 

e) Antineoplastic agents: Rifapentine can induce hepatic 

microsomal enzymes and enhance the metabolism of 

dacarbazine and cyclophosphamide, forming alkylated 

metabolites and promoting leucocyte reduction. 

Therefore, dosage adjustment is needed. 

f) Diazepam (Valium): Concomitant use may enhance the 

elimination of rifapentine and decrease its plasma 

concentration. Therefore, dosage adjustment is needed. 

g) Phenytoin: Rifapentine can enhance the metabolism of 

rifapentine in the liver. Therefore, when the two drugs are 

concomitantly used, the plasma concentration of 

phenytoin should be measured and the dosage adjusted. 

h) Levothyroxine: Rifapentine may enhance the degradation 

of levothyroxine in the liver. Therefore, if they are to be 

concomitantly administered, the dosage of levothyroxine 

will be increased. 

i) Methadone, mexiletine: Rifapentine can enhance the 

metabolism of methadone and mexiletine in the liver and 

result in methadone withdrawal symptoms and reductions 

in the plasma concentration of mexiletine. Therefore, the 

dosages of methadone and mexiletine need to be adjusted 

for concomitant administration. 

j) Clofazimine: Clofazimine can reduce the absorption of 

rifapentine, delay the time to peak plasma concentration 

and prolong the half life. 



 

55 

 

k) Phenobarbitals: Phenobarbitals may affect the absorption 

of rifapentine, so they are not suitable for concomitant 

administration. 

l) Probenecid: Probenecid may compete with rifapentine 

for intake by hepatocytes, resulting in elevated plasma 

concentration of rifapentine and inducing toxic reactions. 

However, this effect is not stable. Therefore, usually 

probenecid is not additionally administered to increase the 

plasma concentration of rifapentine. 

m) Antifungals: Rifapentine administered concomitantly 

with fluconazole, itraconazole and ketoconazole can 

decrease the plasma concentrations of the latter two drugs 

and thus it is not suitable for use in combination with 

imidazoles; 

n) Cytochrome CYP450 enzyme system: Rifapentine can 

induce the cytochrome CYP450 enzyme system. 

Therefore, caution will be exercised in use of drugs that 

are metabolized by the cytochrome CYP450 enzyme 

system. 

Isoniazid a) Aluminum-containing antacid agents: 

Aluminum-containing antacid agents can reduce the 

absorption of oral isoniazid and lower the plasma 

concentration. Therefore, concomitant administration 

should be avoided, or at least 1 hour should be allowed 

after taking isoniazid before taking oral antacid agents; 

b) Anticoagulants: Isoniazid concomitantly administered 

with anticoagulants (e.g. coumarin or indandione 

derivates) will inhibit enzymatic metabolism of the latter 

and synergize the anticoagulant effects; when it is 

concomitantly used with coumarin or indandione 
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compounds, the prothrombin time should be measured 

daily or regularly and the dosage should be adjusted 

accordingly; 

c) Cycloserine: Isoniazid concomitantly administered with 

cycloserine may intensify CNS adverse reactions (e.g. 

dizziness or somnolence). The dosage should be adjusted 

and signs of CNS toxicity should be closely observed, 

particularly in subjects who are engaged in work requiring 

high sensitivity; 

d) Vitamin B6: Isoniazid is an antagonist of vitamin B6 and  

can increase the renal secretion of the latter and may result 

in peripheral neuritis. The dosage of vitamin B6 needs to 

be increased when a patient is also receiving isoniazid; 

e) Adrenal cortex hormones: Concomitant administration 

of adrenal cortex hormones (especially prednisone) may 

enhance intrahepatic metabolism and excretion of 

isoniazid and decrease the plasma concentration of the 

latter and reduce the treatment effect. This phenomenon is 

particularly remarkable in rapid acetylators. Therefore, the 

dosage should be appropriately adjusted. 

f) Alfentanil: Isoniazid is a liver drug enzyme inhibitor and, 

when concomitantly administered with alfentanil, can 

prolong the action of the latter; concomitant use with 

disulfiram can enhance the CNS effect of the latter and 

induce vertigo, incongruity, irritability and insomnia, etc.; 

concomitant use with enflurane may enhance the 

formation of nephrotoxic inorganic fluorine metabolites; 

g) Phenytoin sodium or aminophylline: Concomitant use 

with phenytoin sodium or aminophylline may inhibit the 
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metabolism of them in the liver and result in increase in 

the plasma concentration, so when isoniazid and the two 

are administered successively or, in concomitant 

administration, the dosage of phenytoin sodium or 

aminophylline should be appropriately adjusted; 

h) Paracetamol: Since isoniazid can induce hepatic 

cytochrome P450, concomitant use with paracetamol will 

enhance the generation of toxic isoniazid metabolites and 

intensify hepatotoxicity and nephrotoxicity; 

i) Carbamazepine: Isoniazid can inhibit the metabolism of 

carbamazepine and, when they are concomitantly used, 

can increase the plasma concentration of the latter and 

result in toxic reactions. Carbamazepine can induce the 

microsomal metabolism of isoniazid and enhance the 

formation of hepatotoxic intermediate metabolites. 

j) Other neurotoxic drugs: Isoniazid should not be 

administered in combination with other neurotoxic drugs 

lest the neurotoxicity will be enhanced. 

o) Antifungals: Isoniazid administered concomitantly with 

fluconazole, itraconazole and ketoconazole can decrease 

the plasma concentrations of the latter two drugs, and 

therefore, concomitant administration should be avoided; 

Other common 

drugs 
a) Antibiotics: chloramphenicol, clarithromycin, 

doxycycline and aminophenylsulfone; 

b) Antiarrhythmics: disopyramide, quinidine, tocainide, 

propafenone and propiram; 

c) Antihypertensives: metoprolol, iproveratril and 

diltiazem; 

d) Oral hypoglycemics: sulphonylureas (chlorpropamide, 

tolbutamide, glipizide, glibenclamide and glimepiride); 
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e) Immunosuppresants: adrenal cortex hormones 

(glucocorticoids and mineral corticoids), cyclosporin, 

tacrolimus and corticosteroids; 

f) Haloperidol, sildenafil, general anesthetics, quinine 

and clofibrate. 

g) Drinking: Drinking daily while taking isoniazid or 

rifapentine is prone to induce hepatotoxic reactions and 

accelerate he metabolism of isoniazid. Therefore, 

drinking is forbidden during drug administration. 

F
o
llo

w
-u

p
 p

ro
cess 

The duration of 

administration 

of drugs that 

may inhibit 

MTB should be 

less than 30 

days. 

a. Amoxicilin and clavulanic acid 

b. Quinolones and fluoroquinolones (ciprofloxacin, 

levofloxacin, sparfloxacin, moxifloxacin, gatifloxacin, 

ciprofloxacin and gemifloxacin) 

c. Linezolid 
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VI. Issues Regarding Management of Intervention Implementation 

(I) Provisions on the time of administration and dosing interval 

1. Interruption of medication 

The study specifies that drug therapy should not be interrupted for more than twice, which 

means at least ≥ 90% doses of therapy should be take, otherwise the subjects were 

regarded as failing to fulfill the course. 

The date of administration of each dose should accord with the protocol. If a subject, for 

any reason, cannot take the drug or receive examinations at the specified time, he/she 

should take the drug within the time window specified in the protocol. If the drug has not 

been administered within the time window, investigators should handle the case as 

specified in the study protocol. 

2. Preprandial or postprandial administration 

Depending on the practical conditions of study subjects, the drugs may be administered 

two hours before or after breakfast. 

(II) Discontinuation of treatment or re-initiation of treatment 

Subjects in intervention group A should receive the intervention drugs for 12 weeks (i.e. 3 

months), and subjects in intervention group B should receive the intervention drugs for 8 

weeks (i.e. 2 months). According to the study protocol design, if a subject discontinues 

drug administration during the intervention for various reasons, prior to re-initiation of 

drug administration,  investigators and clinical physicians should assess his/her specific 

conditions and decide whether or not to give consent to his/her to continue participation in 

this study. 

First, the drug or cause responsible for the adverse reaction should be identified; 

Then, the type (hypersensitivity or toxic reaction) and severity of the adverse reaction will 

be determined. 

Regarding hepatic impairment following drug use, the adding sequence of drugs following 
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development of hypersensitivity should start from the drug with the minimal risk of 

hypersensitivity and, during drug administration, use of other drugs that may lead to 

allergies will be avoided; 

The disease condition changes will be closely monitored, and hepatic and renal functions 

and blood routine, etc. will be periodically assessed; 

If discontinuation of treatment in a subject is due to an abnormal laboratory indicator, e.g. 

abnormal hepatic function, it is suggested the laboratory tests be repeated, and the 

interventional therapy may be continued after each indicator returns to normal or to the 

baseline level. If discontinuation of treatment in a subject is due to a reason other than 

laboratory indicators and treatment has been performed for less than 1 month prior to 

discontinuation of treatment, investigators and clinical physicians should make a judgment 

depending on the practical conditions of the subject and may continue the drug 

administration without carrying out laboratory tests; if treatment has been performed for 

more than 1 month prior to discontinuation of treatment, it is suggested the laboratory tests 

will be repeated and a decision on whether or not to continue drug administration will be 

made after comparing the laboratory results to the baseline and/or the previous 

examination results. 

(III) Medication supervision 

1) When a subject is to take the drug for the first time, the medication-supervising doctor 

should educate him/her about the relevant content including the dosing regimen, dosage 

and usage and adverse reactions of the drugs as well as the importance of taking the drug 

uninterruptedly as required. 

2) On the day of drug administration, subjects should go to the village clinics to take the 

drugs and establish unified medication records. The drugs will be immediately taken under 

the supervision of medication-supervising doctors and, at the same time, drug use, 

concomitant medications and adverse reactions, etc. will be documented. 

3) Subjects failing to take drugs as scheduled will be timely followed by telephone or 

home visit, and education will be enhanced to advise them to take the drugs 

uninterruptedly at specified time. 
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4) The Medication Record Form will be filled out in detail and properly kept by 

medication-supervising doctors and, after the last dose has been administered, taken back 

by the supervision team for preservation. 

5) Responsibilities of medication-supervising doctors: distributing drugs, supervising 

medication, administering health education, documenting drug use, inquiring about adverse 

reactions and signing the Medication Record Form. Subject management and tracking: 

informing superior physicians to take actions in case of adverse reactions or 

discontinuation of drug use in subjects; requiring subjects to receive reexaminations 

periodically. 

6) Responsibilities of the supervision team: During administration of each dose, two 

supervisors as a supervision team should conduct supervision in each natural village 

involved in the drug administration. The entire supervision will be conducted by means of 

all supervision and random sampling inspection. Namely, supervisors should verify all 

paper-based records and video records of the drug administration and draw some subjects 

for face-to-face verification. 

(IV) Responsibilities of study collaborators 

The leading organization of this study is the Institute of Pathogen Biology, Chinese 

Academy of Medical Sciences; the mission is organized by the Sixth People's Hospital of 

Zhengzhou and implemented by Zhongmou County Health and Epidemic Prevention 

Station. The implementation entity will mainly fulfill the following responsibilities during 

the intervention: 

Managing the treatment of patients with pulmonary TB; periodically supervising and 

inspecting medication-supervising doctors’ TB treatment management performance; timely 

dealing with adverse reactions occurring; timely pooling the information about subjects’ 

egression and loss to follow-up; training medication-supervising doctors; distributing 

health education materials and carrying out health education; periodically reporting to and 

communicating with the project principal about the progress in the project. 

(V) Data entry and reporting 

1. Field investigation questionnaires, blood biochemical test results, IGRA assay results 
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and original records of examinations as well as DR interpretation results will be sorted 

out and checked and properly kept by the data administrator. 

2. Questionnaires should be input into the data management software and backed up 

within 3 days after completion of the survey. 

3. Blood biochemical test results, IGRA assay results and DR results should be input into 

the data management software and backed up within 3 days after generation of the 

original reports. 

4. Data reporting. 

According to the requirements of the expert panel and the requirements for project 

management, data obtained at the study field will be input within 3 days of acquisition and 

reported to the person in charge of project data in a real-time manner so as to timely master 

the study progress and implement quality control. 

After completion of the field investigation, all paper-based study documents, forms, results 

and data will be archived for preservation. 

(VI) Ethical problems 

The project protocol for this study has passed the review by the Ethics Committee of the 

Institute of Pathogen Biology of Chinese Academy of Medical Sciences. 

Before an investigation respondent decides whether or not to participate to this project, he/she 

should be asked to read the informed consent form as carefully as possible or listen to the 

introduction by the project personnel. Whether or not to participate to this project will be 

decided on a completely voluntary basis. If a respondent consents to participating in this 

project, he/she should sign or press his/her fingerprint on the informed consent form. During 

the implementation of the project, a subject may withdraw at any time if he/she is willing to do 

so. 

Considering that intervention subjects are the middle-aged and elderly of 50-70 years of 

age, the treatment will be terminated if the percentage of adverse drug reactions occurring 

during the prophylactic medication exceeds the current evidence. 
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(VII) Quality control and management 

1. Quality assurance 

(1) Protocol for implementation of the study: The project management office organizes 

relevant experts to prepare the study protocol according to the main contents of the project 

application and proposes the unified standards and requirements on the preparation prior to 

initiation of the project, screening survey, cohort follow-up, laboratory management, data 

management, etc. 

(2) Detailed rules for field implementation of the study: Detailed rules for field 

implementation must strictly follow the protocol for implementation of the study and will 

be laid down by the person in charge of the mission with the practical conditions of the 

study field taken into account on the premise that attainment of the study objective will not 

be influenced. The detailed rules may be taken as the basis for carrying out a pre-study 

only after having been fully deliberated by the experts and are to be modified or adjusted 

based on pre-study results. They may be followed for formal implementation of the field 

study only after having been reviewed and approved by the project expert panel. During 

the implementation, the detailed rules should not be altered without permission. Any 

adjustment will be reported to the person in charge of the mission, the person in charge of 

the sub-project and the expert panel for review and approval. 

(3) Preparation of standard operating procedures: To standardize the field investigation, 

specimen collection, transportation and storage and laboratory testing, completion, input 

and reporting of study data, the related personnel organized by the project management 

office has prepared a series of SOPs including the operating procedure for DR and reading, 

the operating procedure for collection of blood samples, the operating procedure for IGRA 

assay, etc. In each stage of the project, the standard operating procedures must be strictly 

followed. Besides, the standard operating procedures should not be modified, and any 

modification must be reported to the person in charge of the project and reviewed and 

approved by the expert panel. 

(4) Centralized bidding and procurement of reagents, consumables and instrument and 

equipment: To ensure the consistency and comparability of study results and guarantee the 

quality of the study, the main testing reagents and instrument and equipment involved in 
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the project will be unified in lots/models and purchased in a centralized manner. 

(5) Management and organization of the project: A project leading group and a technical 

expert panel will be established, with a project management office thereunder to undertake 

the responsibilities for preparation and deliberation of the study protocol, organization and 

coordination of the study, technical guidance and supervision of the study, monitoring and 

control of the progress in the study and fund use, etc.; a field investigation leading group, 

expert panel and office will be established at the study field to undertake the 

responsibilities for organization and coordination of the field investigation, specific 

implementation of field study work, collection, verification, input and reporting of field 

investigation data, laboratory analysis of collected samples, etc. 

(6) Personnel labor division, job responsibilities and training: Depending on the contents of 

the study project, the personnel involved in the project will be divided into a technical team, 

an epidemiological investigation team, a physical examination team, a laboratory team, a 

data team, an emergency response team and a quality control team. All project personnel 

need to receive training on the project, pass related examinations to obtain qualifications 

for taking their posts and strictly fulfil their job responsibilities to guarantee the level of 

human resources for the study project. 

(7) Monitoring, control and supervision of project progress: The entity implementing the 

project should report the progress or the project on a monthly basis during the investigation 

period and on a quarterly basis during the cohort follow-up period. Prior to initiation of 

field investigation, the project management office should organize experts to conduct 

acceptance; during the screening investigation period, the project management office 

should organize relevant experts to carry out supervision and technical guidance on the 

screening investigation; during the cohort follow-up period, supervision of the project 

work will be organized and conducted once every half a year. After completion of the 

supervision, the project supervision report will be timely submitted, problems in the 

supervision analyzed and suggestions for performance improvement proposed. 

(8) Third-party supervision: Third-party supervision is essentially external quality control. 

A third-party supervision company will  be employed for the project to systematically 

assess each step in the implementation of the project according to the study protocol to 

determine whether the project implementation complies with the requirements in the study 
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protocol, the requirements of standard operating procedures and the requirements of 

relevant national regulations; whether the project progress complies with the study plan; 

whether study records are complete and accurate; whether data have been timely, 

accurately and completely input; whether study data are authentic and valid and study 

documents comply with the confidentiality requirements; whether the use of study funds 

complies with regulations on financial affairs regarding major special projects, as well as 

submit interim and terminal project progress assessment reports. 

(9) System of regular meetings on field work: During the screening and follow-up periods, 

persons in charge of field work or field coordinators are responsible for periodically 

organizing the workers in each team to attend regular meetings on field work. Project-level 

coordinators should also be present at regular meetings. Problems and difficulties in field 

work will be discussed to solve the problems and overcome difficulties so as to ensure the 

smooth progress of the project. If related personnel do not work at the same site, e.g. IGRA 

assays and blood sample separation may be conducted at a site different from that of 

physical examination, regular meetings may be separately held. The timing of regular 

meetings will be decided by project-level coordinators and persons in charge of field work 

or field coordinators through consultation. Regular meetings on field work will be held at 

least once every two weeks. In the first week of screening and follow-up, regular meetings 

will be held each day; afterwards, the frequency of regular meetings may be adjusted 

depending on the practical conditions of field work. The contents of meetings will be 

issued to persons in charge of sub-projects, persons in charge of field work, project-level 

coordinators and field coordinators in the form of minutes of meeting by e-mail. 

2. Quality control 

Quality control refers to the daily and constant management of forms produced in the study 

to ensure their logicality and integrity. In each stage of data processing, QC will be 

conducted to ensure the validity of data and the correctness of data processing. 

(1) Preparation for field screening: The critical quality control steps in the preparation for 

field screening mainly include training of project personnel, pre-study, etc. 

1) Deliberation by the technical expert panel 

During the process of preparation of the protocol and detailed rules for the implementation 
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of field investigation, experts in epidemiology, TB diagnosis, PPD test, biostatistics, 

microbiological examination of TB, intervention medication, diagnosis of co-infections 

and TB control will be employed to deliberate and assess the relevant contents. 

2) Pre-study prior to initiation of field investigation 

The rationality and feasibility, etc. of relevant working procedures in the detailed rules for 

implementation of field investigation, standard operating procedures and questionnaire 

forms and cards will be validated on the spot. Taking into account the problems discovered 

in the pre-study, the operating procedures in the detailed rules for the implementation of 

field work, the standard operating procedures and forms, etc. to be collected in the field 

investigation will be further revised and optimized to ensure the feasibility of the detailed 

implementation rules. 

3) Level-by-level and unified training of field workers 

Personnel at the sub-project level are responsible for unified training of personnel at the 

mission level. The training will emphasize on the detailed interpretation and simulated 

exercise of the contents in the field ―implementation protocol‖ so that they fully master the 

objectives and significance of the study, the study design as well as the specific 

requirements and standard operating procedures for each study item. Project personnel at 

the study field will be trained on the ―detailed rules for implementation‖ so that they know 

about their job responsibilities and fully master the content of field work, working 

procedures and technical specifications. 

Training will mainly pertain to the protocol for implementation of the project (including 

training on the protocol for implementation of the project, requirements on the 

management of financial affairs regarding major special projects, biosafety, etc.), clinical 

skills (mainly including training on the standards for use of interventional drugs, DR and 

reading, collection of blood samples), data management, laboratory operations, etc. 

Training examinations will include examinations on practical operations (intervention 

medication, questionnaire investigation, DR and reading, blood sample collection, 

laboratory operations). Operators may take their posts only after they exhibit proficient 

performance in the examinations. 
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4) Unified procurement of study equipment and apparatus: Prior to the formal investigation, 

propaganda materials to be used before field investigation, forms and cards needed for 

field investigation, intervention drugs, IGRA assay reagents, DR and blood collection tubes, 

etc. will be available for use. 

5) Debugging of instruments for field work: Prior to formal field investigation, DR DR 

radiographic units will be debugged to ensure they are in the optimal working state; 

additionally, laboratory testing equipment and reagents should also be debugged to ensure 

smooth progression of sample collection and laboratory analysis work in the field 

investigation. 

(2) Field screening phase 

1) Prior to field screening, propaganda will be extensively carried out by putting up 

posters, slogans, using TV screens, broadcasting, distributing propaganda 

materials, etc. so that the investigation subjects at field screening sites understand 

the objectives and significance of this investigation and provide active cooperation 

in receiving field investigation to make sure more than 95% of the investigation 

subject receive the investigation. 

2) During field investigation, the personnel in each team should strictly fulfill job 

responsibilities and guarantee the high-quality completion of each task undertaken. 

The epidemiological investigation team should carefully fill out 

questionnaires/forms; the physical examination team is responsible for 

radiographing and reading DR and collecting blood samples; the laboratory team 

is responsible for the separation and storage of blood samples and IGRA assay; 

and the intervention team is responsible for ensure drug administration in subjects 

at specified time; the team for handling special cases is responsible for responding 

to emergencies occurring on the day of drug administration. Upon completion of 

investigation each day, leaders of the investigation team, the physical examination 

team, the laboratory team, the intervention team, the team for handling special 

cases and the quality control team should review the questionnaires, symptom 

inquiry forms, chest radiography logs, blood taking records, laboratory test 

records and quality control forms for each step collected by each team on the day, 

timely communicate about and solve missing items and logical errors in the 

materials completed and timely report major problems in a level-by-level manner. 
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3) During the screening period, each study field should submit the form on Work 

Progress of the field study to the project management office on a biweekly basis. 

4) During the screening period and the cohort follow-up period, in each study field 

relevant personnel will be periodically (monthly in the screening period and 

quarterly in the cohort follow-up period) organized to supervise and inspect the 

progress in the implementation of the study project on the spot, understand the 

progress of the project, discover and timely communicate about and solve 

technical problems in field implementation to ensure the quality of the project and 

the completion of the study project as scheduled. Upon completion of supervision 

each time, a project supervision report will be made and submitted to the project 

management office. 

5) During field implementation of the project, the project management office will, 

depending on the feedback about the progress of the study and the practical 

conditions, non-periodically organize supervision inspection (once during the 

screening period and once per year during the cohort follow-up period) to ensure 

the quality of field study work. 

6) Storage of original records: The original records of field investigation, including 

various forms, cards and brochures, intervention medication records, DR 

examination and IGRA assay results, etc. should be properly kept. The storage 

period is required to be at least 2 years after completion of this study. 

7) Diagnosis of pulmonary TB: A pulmonary TB diagnosis team will be established 

to undertake the responsibility for final diagnosis of patients during the cohort 

follow-up period. TB prevention and treatment institutions (designated hospitals) 

at the county and district levels should conduct the final diagnosis of patients with 

pulmonary TB in the cohort follow-up population according to the Guidelines for 

the Implementation of TB Prevention and Control Program in China (2017 edition) 

and the diagnostic criteria for pulmonary TB (GB); subjects diagnosed with 

smear-negative pulmonary TB must undergo diagnostic anti-inflammatory 

treatment. The registries of subjects with established diagnosis and their clinical 

information will be collected periodically by specially-assigned personnel. 

8) Internal quality control steps and quality control plan: Each internal quality 

control step will be executed by the corresponding quality control person; in the 

first week of formal implementation of the project, daily quality control will be 

applied and, afterwards, the quality control of questionnaires will be conducted 
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still on a daily basis while the quality control of other items may be conducted 

once per week. The quality control record of each step will be submitted to the 

person charge of quality control of the step at the study field on the day of 

implementation. 

(3) Period post completion of field investigation 

1) Collection and sorting of field study documents 

Each study field is responsible for the collection and sorting of field study materials. 

The data input software has been provided with the function of checking logical errors. 

Before entering field study data into the software, persons responsible for data entry 

should re-check the integrity and logicality of the field investigation data. Upon 

completion of data entry, 10% of the data will be sampled for review for consistency 

between the input data and the data in original records. 

2) Establishment of project-level acceptance criteria and requirements 

Each study field should perform the acceptance of the original data, completed 

databases and sample banks of each epidemiological investigation site upon 

completion of investigation work according to the acceptance criteria and 

requirements established for the project. 

(4) Intervention period 

To ensure the study quality and the authenticity of test data, quality control of the project 

has been included throughout the study. The quality control steps during the intervention 

medication period mainly include: 

 

1) Whether the categories of intervention drugs taken by study subjects, administration 

frequency and number of administered doses, and method of administration comply 

with the requirements in the protocol. 

2) Whether medication-supervising doctors (village doctors) can truthfully record adverse 

reactions in subjects during drug administration and concomitant medications and 

whether they urge subjects to take drugs as scheduled. 

3) Whether the storage conditions of drugs comply with specified requirements and drug 
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distribution and recovery records are correct. 

(VIII) Drug management and registration 

1. Principles for in-stock management of drugs 

(1) Stocktaking is the practice of summarizing the drugs input into and delivered out of the 

warehouse and the current stock within a specified period to ensure the records and the 

quantity of drugs are consistent. In-stock drugs will be periodically inventoried. 

Inventorying is the process of checking whether the record complies with the actual stock 

by means of manual counting. 

(2) Inventorying will be performed on a periodical basis (e.g. monthly, at the end of the 

study). 

(3) When inventorying, each drug and each lot will be counted and classified and 

separately counted depending on the practical conditions. 

2. Requirements for in-stock management of drugs 

(1) Periodical inventorying will be conducted jointly be two persons, one counting while 

the other recording. The two persons are jointly responsible for the result. 

(2) It is not necessary to stop the distribution of drugs to subjects. If any drug is received 

during inventorying, it will be included into the next inventory. 

(3) Periodical inventorying is also a process of discovering and handling damages and 

expired drugs. 

3. Inventorying procedures 

(1) Start from one drug and count by lot number to get the total quantity of the drug. All 

drugs will be counted in an orderly and systematic manner. 

(2) Sum the quantities of cartons-boxes (bottles)-sheets, including unopened and opened 

ones and less than one box/bottle product to get the actual stock of the drug. 

(3) Write the quantity in the record. 

4. Principles for in-stock management of drugs 
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This method is also applicable for the drug management at each medication-supervising 

doctor’s. 
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Attachment I: Abbreviations and Definitions 

Isoniazid, INH, H 

Rifapentine, RPT, R 

Mycobacterium tuberculosis, MTB 

Latent tuberculosis infection, LTBI 

interferon-gamma release assays, IGRA 

preventive intervention 

tuberculosis, TB 

Directly observed treatment, DOT 

 



 

76 

 

The terms involved in this study are defined as follows: 

Clinical Trial, refers to any systematic study of a drug conducted in human beings (patients 

or healthy volunteers) to verify or reveal the actions, adverse reactions and/or absorption, 

distribution, metabolism and excretion of the investigational product, with the intention of 

establishing the efficacy and safety of the investigational product. 

Protocol, refers to a document narrating the trial background, theoretical basis and 

objectives, trial design, method and organization, including statistical considerations, trial 

implementation and completion conditions of a trial. A protocol must be signed and dated 

by the principal investigator, study institutions and the sponsor involved in the trial. 

Investigator's Brochure, refers to a brochure presenting existing clinical and nonclinical 

study data of the investigational product when the human study is being conducted. 

Informed Consent, refers to the process of a subject voluntarily affirms his/her consent to 

participating in a clinical trial after being informed of each aspect of the trial. The informed 

consent form must be signed and dated as a documentary certificate. 

Informed Consent Form, refers to a documentary certificate indicating each subject is 

voluntary to participate in a trial. The investigator should explain to the subjects the trial 

nature, trial objectives, possible benefits and risks and other alternative treatment methods, 

as well as the rights and obligations of subjects in compliance with the provisions of the 

Declaration of Helsinki, etc., so as to give the subjects a full understanding before 

expressing their consent. 

Ethics Committee, refers to an independent organization composed of medical 

professionals, legal experts and non-medical workers and undertaking the responsibility for 

examining whether a clinical trial protocol and its attachments comply with ethics and 

providing public guarantee to ensure that subjects’ safety, health and interests are protected. 

The composition and any activity of the committee should be independent of the 

interference or influence by clinical trial organizations and implementation entities. 

Investigator, refers to a person conducting a clinical trial and being responsible for the 

quality of the clinical trial and subjects’ safety and interests. Investigators must undergo 
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qualification review and have the specialties, qualifications and abilities needed for a 

clinical trial. 

Coordinating Investigator, refers to an investigator responsible for coordinating field work 

in a clinical trial. 

Monitor, refers to a person appointed by the sponsor, who is responsible to the sponsor and 

has relevant knowledge and is to monitor and report the proceedings of the trial and verify 

data. 

Audit, refers to a systematic inspection conducted by persons not directly involved in a 

trial to assess whether the implementation of the trial and data recording and analysis 

comply with the trial protocol, the standard operating procedures and the requirements of 

relevant regulations on drug clinical trials. 

Inspection, refers to a drug regulatory authority’s official review of related documents, 

facilities, records and other aspects of a clinical trial, which may be conducted where the 

trial undertaker, the sponsor or the contract research organization is located. 

Case Report Form (CRF), refers to a document designed according to the trial protocol to 

record the data on each subject during the trial. 

Investigational Product, refers to an investigational product, reference product or placebo 

used in a clinical trial. 

Adverse Event is defined as any untoward medical occurrence in a patient or clinical trial 

subject after receiving a medicinal product, which does not necessarily have a causal 

relationship with this treatment. 

Serious Adverse Event is defined as any event occurring during the course of clinical trial 

that requires hospitalization, prolongs hospital stay, leads to disability, influences work 

ability, is life threatening or leads to death, or results in congenital malformation, etc. 

Standard Operating Procedure (SOP), refers to criteria and detailed written regulations 

proposed for effectively implementing and completing each task in a clinical trial. 
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Attachment II: Confidentiality Agreement 

Party A: Institute of Pathogen Biology, Chinese Academy of Medical Sciences 

Party B:   (Organization)  (Name)   (Post)   . 

NOW THEREFORE, pursuant to national and local government regulations of China and 

based on the principles of equity, free will, consensus, honesty and credibility, Party A and 

Party B hereto agree as follows regarding issues of confidentiality on the undertaken 

scientific research project (see "Project Investigator Profiles" for specific information on 

Party B). 

I. Project Information 

Title of project: Intervention Study on Latent Mycobacterium Tuberculosis Infection 

Population 

Source of funds: National science & technology major projects during the 12
th

 Five-year 

Plan period 

Leading organization: Institute of Pathogen Biology, Chinese Academy of Medical 

Sciences 

II. Confidential Information 

Party A and Party B hereto acknowledge that both parties hereto are bound to keep 

confidential information contained herein ("confidential information"), which includes but 

is not limited to the following: 

1) Personal information contained in the questionnaires: any contents involving 

individual privacy in the questionnaires during the baseline survey stage and the 

follow-up stage; 

2) Project-related paper documents, experimental results, etc.: mainly project 

management documents, project records & forms, chest radiography & findings of 

chest radiography, results of biochemistry, results of routine blood tests, results of 

IGRA, etc.; 

3) Project-related electronic data, etc.: the electronic data primarily include project 

personnel information, questionnaire information, findings of chest radiography, 

results of IGRA; computer and data software should be encrypted so that 

project-related computers can only be accessed and used by duly authorized 

persons. 

4) Technical information: the design protocol, technical procedures and 
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implementation rules of the project, as well as the development and operation of 

data software, etc.; 

5) Other matters the two parties hereto shall keep confidential in accordance with 

law or as agreed in the relevant agreement entered into by the two parties hereto. 

II. Rights and Obligations of the Two Parties 

1) Party B must ensure the smooth progress of this scientific research project per 

project management requirements and hand the obtained experimental results, 

document materials, electronic data etc. over to Party A, who is responsible for the 

integration and analysis of project data and the interpretation of the research 

results. 

2) Party B must follow the confidentiality rules strictly to prevent any impact on the 

research work as a result of information leakage. 

3) Without the written permission of Party A, Party B shall not disclose the data 

(documented materials, electronic data, etc.) of this project to any third party by 

publishing articles, selling personal information, lending, giving, leasing or 

transferring and other means. 

4) After this project ends, Party B shall submit all source documents (questionnaires, 

test results etc.) stored in any medium form to Party A for unified preservation. 

III. Term of Confidentiality 

The term of confidentiality can be classified into two types depending on the data and 

audience involved: 

1) Permanent: personal information, chest radiography results, IGRA results, and 

relevant physical examination results, etc. of the subjects. 

2) Short-term: epidemiological data obtained from the experimental results, 

epidemiological survey points information, and the listing of respondent 

population, etc. (until such information is published or released by Party A). 

IV. Miscellaneous 

1) The two parties hereto acknowledge that they have carefully read this Agreement 

and fully understood the legal implications of the terms & conditions contained 

herein before signing this Agreement, and that they know and recognize the 

confidentiality management requirements of this research project. 

2) If there is any conflict between this Agreement and any verbal or written 

agreements previously entered into by and between the two parties hereto, this 
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Agreement shall prevail. Any amendments to this Agreement must be made in the 

written form as agreed by the two parties hereto. 

3) For any matters uncovered in this Agreement, the national laws or relevant rules 

and regulations of the competent government department shall apply. 

 

This Agreement is executed in two (2) counterparts that are equally binding, and each of 

the two parties hereto shall hold one respectively. This Agreement is effective as of the 

date of signing by the duly authorized representatives of the two parties hereto. Any 

change to this Agreement must be made in writing. 

 

 

Signature of the representative of Party A: Signature of Party B: 

 

 

Date: MM    DD    YY    . 

 

Date: MM    DD    YY    . 
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Attachment III General Toxicity Criteria 

Common Toxicity Criteria (CTC) 

Grade 

Adverse 

event 
0 1 2 3 4 

ALLERGY/IMMUNOLOGY 

Allergic 

reaction/hyp

ersensitivity 

(including 

drug fever) 

none 

transient rash, 

drug fever 

<38°C 

(<100.4°F) 

urticaria, drug fever 

≥38°C (≥100.4°F), 

and/or 

asymptomatic 

bronchospasm 

symptomatic 

bronchospasm, 

requiring parenteral 

medication(s), with or 

without urticaria; 

allergy-related 

edema/angioedema 

anaphylaxis 

Note: Isolated urticaria, in the absence of other manifestations of an allergic or 

hypersensitivity reaction, is graded in the 

DERMATOLOGY/SKIN category. 

Allergic 

rhinitis 

(including 

sneezing, 

nasal 

stuffiness, 

postnasal 

drip) 

none 

mild, not 

requiring 

treatment 

moderate, requiring 

treatment 
—— —— 

Autoimmun

e reaction 

none 

serologic or other 

evidence of 

autoimmune 

reaction but 

patient is 

asymptomatic 

(e.g., vitiligo), all 

organ function is 

normal and no 

treatment is 

required 

evidence of 

autoimmune 

reaction involving a 

nonessential organ 

or function (e.g., 

hypothyroidism), 

requiring treatment 

other than 

immunosuppressive 

drugs 

reversible 

autoimmune reaction 

involving function of 

a major organ or other 

adverse event (e.g., 

transient colitis or 

anemia), requiring 

short-term 

immunosuppressive 

treatment 

autoimmune 

reaction causing 

major grade 4 

organ dysfunction; 

progressive and 

irreversible 

reaction; 

long-term 

administration of 

high-dose 

immunosuppressiv

e therapy required 

Also consider Hypothyroidism, Colitis, Hemoglobin, Hemolysis. 

Serum 

sickness 
none —— —— present —— 
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Urticaria is graded in the DERMATOLOGY/SKIN category if it occurs as an isolated symptom. If it 

occurs with other manifestations of allergic or hypersensitivity reaction, grade as Allergic 

reaction/hypersensitivity above. 

Vasculitis none 

mild, not 

requiring 

treatment 

symptomatic, 

requiring 

medication 

requiring steroids 

ischemic changes 

or requiring 

amputation 

Allergy/ 

Immunology

—Other 

(Specify, 

________) 

none mild moderate severe 
life-threatening 

or disabling 

AUDITORY/HEARING 

Conductive hearing loss is graded as Middle ear/hearing in the AUDITORY/HEARING category. 

Earache is graded in the PAIN category. 

External 

auditory 

canal 

nor

mal 

external otitis 

with 

erythema or 

dry 

desquamation 

external otitis with 

moist desquamation 

external otitis with 

discharge, mastoiditis 

necrosis of the 

canal soft tissue 

or bone 

Note: Changes associated with radiation to external ear (pinnae) are graded under 

Radiation dermatitis in the DERMATOLOGY/SKIN category. 

Inner 

ear/hearing 

nor

mal 

hearing loss 

on 

audiometry 

only 

tinnitus or hearing 

loss, not requiring 

hearing aid or 

treatment 

tinnitus or hearing 

loss, correctable with 

hearing aid or 

treatment 

severe unilateral 

or bilateral 

hearing loss 

(deafness), not 

correctable 

Middle 

ear/hearing 

nor

mal 

serous otitis 

without 

subjective 

decrease in 

hearing 

serous otitis or 

infection requiring 

medical 

intervention; 

subjective decrease 

in hearing; rupture 

of tympanic 

membrane with 

discharge 

otitis with discharge, 

mastoiditis or 

conductive hearing 

loss 

necrosis of the 

canal soft tissue 

or bone 

Auditory/ 

Hearing—Oth

er (Specify, 

_________) 

nor

mal 
mild moderate severe 

life-threatening 

or disabling 

Grade 

Adverse 

event 
0 1 2 3 4 

BLOOD/BONE MARROW 
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Bone 

marrow 

cellularity 

normal 

for age 

mildly 

hypocellular or 

≤25% reduction 

from normal 

cellularity for 

age 

Moderately 

hypocellular 

or >25–≤50% 

reduction from 

normal cellularity 

for age or >2 but <4 

weeks to recovery 

of normal bone 

marrow cellularity 

severely hypocellular 

or >50–≤75% 

reduction in 

cellularity for age or 

4–6 weeks to recovery 

of normal bone 

marrow cellularity 

aplasia or >6 

weeks to 

recovery of 

normal bone 

marrow 

cellularity 

Normal ranges: 

children (≤18 years) 90% cellularity average 

younger adults (19–59) 60–70% cellularity average 

older adults (≥60 years) 50% cellularity average 

Note: Grade Bone marrow cellularity only for changes related to treatment not disease. 

CD4 count 

WN

L 
<LLN-500/mm

3
 200 - <500/mm

3
 50 - <300/mm

3
 <50/mm

3
 

* WNL: Within Normal limits 

Haptoglobin 
nor

mal 
decreased —— absent —— 

Hemoglobin 

(Hgb) 

WN

L 

<LLN -10.0 g/dL 

<LLN - 100 g/L 

<LLN-6.2 

mmol/L 

8.0 - <10.0 g/dL 

80 - <100 g/L 

4.9 - <6.2 mmol/L 

6.5 - <8.0 g/dL 

65 - <80 g/L 

4.0 - 4.9 mmol/L 

<6.5 g/dL 

<65 g/L 

<4.0 mmol/L 

For leukemia 

studies or 

bone marrow 

infiltrative/ 

myelophthisi

c processes, 

if specified in 

the protocol. 

WN

L 

10 - <25% 

decrease from 

pretreatment 

25- <50% decrease 

from pretreatment 

50 - <75% decrease 

from pretreatment 

75% decrease 

from 

pretreatment 

Hemolysis 

(e.g., immune 

hemolytic 

anemia, 

drug-related 

hemolysis, 

other) 

none 

only laboratory 

evidence of 

hemolysis (e.g., 

direct 

antiglobulin test 

[DAT, Coombs’] 

schistocytes) 

evidence of red cell 

destruction and ≥2 

gm decrease in 

hemoglobin, no 

transfusion 

requiring transfusion 

and/or medical 

intervention (e.g., 

steroids) 

catastrophic 

consequences of 

hemolysis (e.g., 

renal failure, 

hypotension, 

bronchospasm, 

emergency 

splenectomy) 

Also consider Haptoglobin, Hemoglobin. 

Leukocytes 

(total WBC) 

WN

L 

<LLN - 

3.010
9
/L 

<LLN - 

2.010
9 

~ 

<3.010
9
/L 

2000 ~ 

1.010
9
 ~ 2.010

9
/L 

1000 ~ 2000/mm
3
 

<1.010
9
/L 

<1000/mm
3
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3000/mm
3
 <3000/mm

3
 

For BMT 

studies, if 

specified in 

the protocol. 

WN

L 

2.010
9
~<3.0 

10
9
/L 

2000 ~ 

<3000/mm
3
 

1.010
9
 ~ 

2.010
9
/L 

1000 ~ 2000/mm
3
 

0.510
9
 ~ 1.010

9
/L 

500 ~ 1000/mm
3
 

<0.510
9
/L 

<500/mm
3
 

Lymphopeni

a 

WN

L 

<LLN - 

1.010
9
/L 

<LLN - 

1000/mm
3
 

0.510
9
~ 

1.010
9
/L 

500 ~ 1000/mm
3
 

<2.510
9
/L 

<500/mm
3
 

—— 

Neutrophils/ 

granulocyte

s 

(ANC/AGC

) 

WN

L 

1.510
9
 ~ 2.0 

10
9
/L 

1500~ 

2000/mm
3
 

1.010
9
~ 

1.510
9
/L 

1000 ~ 1500/mm
3
 

0.510
9
 ~ 1.010

9
/L 

500 ~ 1000/mm
3
 

<0.510
9
/L 

<500/mm
3
 

For BMT 

studies, if 

specified in 

the protocol. 

WN

L 

1.010
9
 ~ 2.0 

10
9
/L 

1000~ 

2000/mm
3
 

0.510
9
~ 

1.010
9
/L 

500 ~ 1000/mm
3
 

0.110
9
 ~ 0.510

9
/L 

100 ~ 500/mm
3
 

<0.110
9
/L 

<100/mm
3
 

Platelets 
WN

L 

<LLN - 

75.010
9
/L 

<LLN - 

75000/mm
3
 

50.010
9
~ 

<75.010
9
/L 

50000~ <75000/mm
3
 

10.010
9
~ 

50.010
9
/L 

10000 ~ 50000/mm
3
 

<10.010
9
/L 

<10000/mm
3
 

 

 

Grade 

Adverse event 0 1 2 3 4 

CONSTITUTIONAL SYMPTOMS 

Fatigue 

(lethargy, 

malaise, 

asthenia) 

none 

increased fatigue 

over baseline, but 

not altering 

normal activities 

moderate (e.g., 

decrease in 

performance 

status by 1 ECOG 

level or 20% 

Karnofsky or 

Lansky) or 

causing difficulty 

performing some 

activities 

severe (e.g., 

decrease in 

performance 

status by ≥2 

ECOG levels or 

40% Karnofsky or 

Lansky) or loss of 

ability to perform 

some activities 

bedridden or 

disabling 

Note: See Appendix III for performance status scales. 

Fever (in the 

absence of 

neutropenia, 

where 

neutropenia is 

none 
38.0℃~39.0℃

(100.4~102.2 °F) 

39.1℃~40.0℃

(102.3~104.0 °F) 

>40.0℃ 

(>100.4 °F) for <24 

hr 

>40.0℃ 

(>100.4 °F) 

for >24 hr 

Also consider Allergic reaction/hypersensitivity. 

Note: The temperature measurements listed above are oral or tympanic. 
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defined as AGC 

<1.0 × 10
9
/L) 

Hot flashes/flushes are graded in the ENDOCRINE category. 

Rigors, chills none 

mild, requiring 

symptomatic 

treatment (e.g., 

blanket) or 

nonnarcotic 

medication 

severe and/or 

prolonged, 

requiring narcotic 

medication 

not responsive to 

narcotic 

medication 

—— 

Sweating 

(diaphoresis) 
none 

mild and 

occasional 

frequent or 

drenching 
—— —— 

Weight gain 
<5% 5% ~ <10% 10% ~ <20% 20%  

Also consider Ascites, Edema, Pleural effusion (nonmalignant). 

Weight loss 
<5% 5% ~ <10% 10% ~ <20% 20%  

Also consider Vomiting, Dehydration, Diarrhea. 

Constitutional 

Symptoms— 

Other (Specify, 

__________) 

none mild moderate severe 
life-threatening 

or disabling 

 

Grade 

Adverse 

event 
0 1 2 3 4 

DERMATOLOGY/SKIN 

Alopecia 
norma

l 
mild hair loss pronounced hair loss —— —— 

Flushing absent present —— —— —— 

Injection 

site 

reaction 

none 
pain or itching or 

erythema 

pain or swelling, with 

inflammation or phlebitis 

ulceration or 

necrosis that is 

severe or 

prolonged, or 

requiring 

surgery 

—— 

Pruritus none 

mild or localized, 

relieved 

spontaneously or 

by local 

measures 

intense or widespread, 

relieved spontaneously or 

by systemic measures 

intense or 

widespread and 

poorly 

controlled 

despite 

treatment 

—— 

Purpura is graded in the HEMORRHAGE category. 

Radiation 

dermatitis 
none 

faint erythema or 

dry desquamation 

moderate to brisk 

erythema or a patchy 

moist desquamation, 

confluent moist 

desquamation 

1.5 cm 

skin necrosis 

or ulceration 

of full 
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mostly confined to skin 

folds and creases; 

moderate edema 

diameter and 

not confined to 

skin folds; 

pitting edema 

thickness 

dermis; may 

include 

bleeding not 

induced by 

minor trauma 

or abrasion 

Note: Pain associated with radiation dermatitis is graded separately in the PAIN category 

as Pain due to radiation. 

Rash/desq

uamation 

none 

macular or 

popular eruption 

or erythema 

without 

associated 

symptoms 

macular or popular 

eruption or erythema with 

pruritus or other 

associated symptoms 

covering <50% of body 

surface or localized 

desquamation or other 

lesions covering <50% of 

body surface area 

symptomatic 

generalized 

erythroderma or 

macular, 

popular or 

vesicular 

eruption or 

desquamation 

covering 50% 

of body surface 

area 

generalized 

exfoliative 

dermatitis or 

ulcerative 

dermatitis 

Also consider Allergic reaction/hypersensitivity. 

Note: Stevens-Johnson syndrome is graded separately as Erythema multiforme in the 

DERMATOLOGY/SKIN category. 

Urticaria 

(hives, 

welts, 

wheals) 

none 
requiring no 

medication 

requiring PO or topical 

treatment or IV 

medication or steroids for 

<24 hours 

requiring IV 

medication or 

steroids for 24 

hours 

—— 

      

 

Grade 

Adverse 

Event 
0 1 2 3 4 

ENDOCRINE 

Hot 

flashes/flushe

s 

none 
mild or no more 

than 1 per day 

moderate and 

greater than 1 per 

day 

—— —— 

      

GASTROINTESTINAL 

Constipation none 

requiring stool 

softener or dietary 

modification 

requiring laxatives 

obstipation 

requiring manual 

evacuation or 

enema 

obstruction or toxic 

megacolon 

Dyspepsia/he none mild moderate severe - 
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artburn 

Dysphagia, 

esophagitis, 

odynophagia 

(painful 

swallowing) 

none 

mild dysphagia, 

but can eat 

regular diet 

dysphagia, 

requiring 

predominantly 

pureed, soft, or 

liquid diet 

dysphagia, 

requiring IV 

hydration 

complete obstruction 

(cannot swallow 

saliva) requiring 

enteral or parenteral 

nutritional support, 

or perforation 

Note: If the adverse event is radiation-related, grade either under Dysphagia—esophageal 

related to radiation or Dysphagia—pharyngeal related to radiation. 

Mouth 

dryness 

nor

mal 
mild moderate —— —— 

Nausea none able to eat 

oral intake 

significantly 

decreased 

no significant 

intake, requiring 

IV fluids 

—— 

Salivary 

gland 

changes 

none 

slightly 

thickened saliva; 

may have 

slightly altered 

taste (e.g., 

metallic); 

additional fluids 

may be required 

thick, ropy, sticky 

saliva; markedly 

altered taste; 

alteration in diet 

required 

—— 
acute salivary gland 

necrosis 

Sense of 

smell 

nor

mal 
slightly altered markedly altered —— —— 

Stomatitis/ 

pharyngitis 

(oral/pharyng

eal 

mucositis) 

none 

painless ulcers, 

erythema, or mild 

soreness in the 

absence of lesions 

painful erythema, 

edema, or ulcers, 

but can eat or 

swallow 

painful erythema, 

edema, or ulcers 

requiring IV 

hydration 

severe ulceration or 

requires parenteral or 

enteral nutritional 

support or 

prophylactic 

intubation 

For BMT 

studies, if 

specified in 

the 

protocol. 

none 

painless ulcers, 

erythema, or 

mild soreness in 

the absence of 

lesions 

painful erythema, 

edema or ulcers but 

can swallow 

painful erythema, 

edema, or ulcers 

preventing 

swallowing or 

requiring 

hydration or 

parenteral (or 

enteral) 

nutritional 

support 

severe ulceration 

requiring 

prophylactic 

intubation or 

resulting in 

documented 

aspiration 

pneumonia 

Note: Radiation-related mucositis is graded as Mucositis due to radiation. 

Taste 

disturbance 

norm

al 
slightly altered markedly altered —— —— 
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(dysgeusia) 

 

 
     

Vomiting 

none 

1 episode in 24 

hours over 

pretreatment 

2–5 episodes in 24 

hours over 

pretreatment 

6 episodes in 24 

hours over 

pretreatment; or 

need for IV fluids 

requiring parenteral 

nutrition; or 

physiologic 

consequences 

requiring intensive 

care; hemodynamic 

collapse 

Also consider Dehydration. 

Weight gain is graded in the CONSTITUTIONAL SYMPTOMS category. 

Weight loss is graded in the CONSTITUTIONAL SYMPTOMS category. 

Gastrointesti

nal— Other 

(Specify, 

_________) 

none mild moderate severe 
life-threatening or 

disabling 

      

 

Grade 

Adverse 

Event 
0 1 2 3 4 

HEPATIC 

Alkaline 

phosphatase 
WNL 

>ULN~2.5UL

N 

>2.5ULN~5.0UL

N 

>5.0ULN~20.0UL

N 
>20.0ULN 

Bilirubin WNL 
>ULN~1.5UL

N 

>1.5ULN~3.0UL

N 

>3.0ULN~10.0UL

N 
>10.0ULN 

Bilirubin 

associated 

with graft 

versus host 

disease 

(GVHD) for 

BMT 

studies, if 

specified in 

the 

protocol. 

norma

l 

2~<3 

mg/100mL 
3~<6 mg/100 mL 6~<15 mg/100 mL 

15 mg/100 

mL 

GGT 

(g-Glutamyl 

transpeptida

se) 

WNL 
>ULN~2.5UL

N 

>2.5ULN~5.0UL

N 

>5.0ULN~20.0UL

N 
>20.0ULN 

Hepatic absent - - present - 
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enlargement Note: Grade Hepatic enlargement only for treatment-related adverse event including 

veno-occlusive disease. 

Hypoalbumi

nemia 
WNL <LLN~3 g/dL 2~<3 g/dL <2 g/dL - 

Liver 

dysfunction/

failure 

(clinical) 

norma

l 
- - asterixis 

encephalopa

thy or coma 

Portal vein 

flow 

norma

l 
- 

decreased portal 

vein flow 

reversal/retrograde 

portal vein flow 
- 

SGOT 

(AST) 

(serum 

glutamic 

oxaloacetic 

transaminas

e) 

WNL 
>ULN~2.5UL

N 

>2.5ULN~5.0UL

N 

>5.0ULN~20.0UL

N 
>20.0ULN 

SGPT 

(ALT) 

(serum 

glutamic 

pyruvic 

transaminas

e) 

WNL 
>ULN~2.5UL

N 
>2.5ULN~5.0ULN 

>5.0ULN~20.0UL

N 
>20.0ULN 

Hepatic—O

ther 

(Specify, 

________) 

none mild moderate severe 
life-threatenin

g or disabling 

      

 

Grade 

Adverse 

Event 
0 1 2 3 4 

MUSCULOSKELETAL 

Arthralgia is graded in the PAIN category. 

Arthritis none 

mild pain with 

inflammation, 

erythema or 

joint swelling 

but not 

interfering with 

function 

moderate pain with 

inflammation, 

erythema, or joint 

swelling interfering 

with function, but 

not interfering with 

activities of daily 

living 

severe pain with 

inflammation, 

erythema, or joint 

swelling and 

interfering with 

activities of daily 

living 

disabling 
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Muscle 

weakness 

(not due to 

neuropathy) 

nor

mal 

Asymptomatic 

with weakness 

on physical 

exam 

symptomatic and 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

symptomatic and 

interfering with 

activities of daily 

living 

bedridden or 

disabling 

 

Myalgia [tenderness or pain in muscles] is graded in the PAIN category. 

 

Myositis 

(inflammatio

n/damage of 

muscle) 

none 

mild pain, not 

interfering with 

function 

pain interfering 

with function, but 

not interfering with 

activities of daily 

living 

pain interfering 

with function and 

interfering with 

activities of daily 

living 

bedridden or 

disabling 

Also consider CPK. 

Note: Myositis implies muscle damage (i.e., elevated CPK). 

Osteonecrosi

s (avascular 

necrosis) 

none 

asymptomatic 

and detected by 

imaging only 

symptomatic and 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

symptomatic and 

interfering with 

activities of daily 

living 

symptomati

c; or 

disabling 

Musculoskel

etal— Other 

(Specify, 

________) 

none mild moderate severe 

life-threaten

ing or 

disabling 

 

NEUROLOGY 

Aphasia, receptive and/or expressive, is graded under Speech impairment in the NEUROLOGY 

category. 

Arachnoiditi

s/meningism

us/radiculitis 

abse

nt 

mild pain not 

interfering with 

function 

moderate pain 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

severe pain 

interfering with 

activities of daily 

living 

unable to 

function or 

perform 

activities of 

daily living; 

bedridden; 

paraplegia 

Also consider Headache, Vomiting, Fever. 

Ataxia 

(incoordinati

on) 

nor

mal 

asymptomatic 

but abnormal on 

physical exam, 

and not 

interfering with 

mild symptoms 

interfering with 

function, but not 

interfering with 

activities of daily 

moderate 

symptoms 

interfering with 

activities of daily 

living 

bedridden or 

disabling 
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function living 

Cognitive 

disturbance/l

earning 

problems 

none 

cognitive 

disability; not 

interfering with 

work/school 

performance; 

preservation of 

intelligence 

cognitive disability; 

interfering with 

work/school 

performance; 

decline of 1 SD 

(Standard 

Deviation) or loss 

of developmental 

milestones 

cognitive 

disability; 

resulting in 

significant 

impairment of 

work/school 

performance; 

cognitive 

decline >2 SD 

inability to 

work/frank 

mental 

retardation 

Confusion 
nor

mal 

confusion or 

disorientation or 

attention deficit 

of brief 

duration; 

resolves 

spontaneously 

with no sequelae 

confusion or 

disorientation or 

attention deficit 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

confusion or 

delirium 

interfering with 

activities of daily 

living 

harmful to 

others or 

self; 

requiring 

hospitalizati

on 

Cranial neuropathy is graded in the NEUROLOGY category as Neuropathy—cranial. 

Depressed 

level of 

consciousnes

s 

norma

l 

somnolence or 

sedation not 

interfering with 

function 

somnolence or 

sedation interfering 

with function, but 

not interfering with 

activities of daily 

living 

obtundation or 

stupor; difficult to 

arouse; interfering 

with activities of 

daily living 

coma 

Note: Syncope (fainting) is graded in the NEUROLOGY category. 

Dizziness/ 

lightheadedn

ess 

none 
not interfering 

with function 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

interfering with 

activities of daily 

living 

bedridden or 

disabling 

Dysphasia, receptive and/or expressive, is graded under Speech impairment in the NEUROLOGY 

category. 

Extrapyrami

dal/involunta

ry 

movement/re

stlessness 

none 

mild involuntary 

movements not 

interfering with 

function 

moderate 

involuntary 

movements 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

severe involuntary 

movements or 

torticollis 

interfering with 

activities of daily 

living 

—— 

Insomnia 
nor

mal 

occasional 

difficulty 

difficulty sleeping 

interfering with 

frequent difficulty 

sleeping, 
—— 
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sleeping not 

interfering with 

function 

function, but not 

interfering with 

activities of daily 

living 

interfering with 

activities of daily 

living 

Note: This adverse event is graded when insomnia is related to treatment. If pain 

or other symptoms interfere with sleep do NOT grade as insomnia. 

Memory loss 
nor

mal 

memory loss not 

interfering with 

function 

memory loss 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

memory loss 

interfering with 

activities of daily 

living 

amnesia 

Mood 

alteration— 

anxiety, 

agitation 

nor

mal 

mild mood 

alteration not 

interfering with 

function 

moderate mood 

alteration 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

severe mood 

alteration 

interfering with 

activities of daily 

living 

suicidal 

ideation or 

danger to 

self 

Mood 

alteration— 

depression 

nor

mal 

mild mood 

alteration not 

interfering with 

function 

moderate mood 

alteration 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

severe mood 

alteration 

interfering with 

activities of daily 

living 

suicidal 

ideation or 

danger to 

self 

Mood 

alteration— 

euphoria 

nor

mal 

mild mood 

alteration not 

interfering with 

function 

moderate mood 

alteration 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

severe mood 

alteration 

interfering with 

activities of daily 

living 

danger to 

self 

Neuropathy

— motor 

nor

mal 

subjective 

weakness but no 

objective 

findings 

mild objective 

weakness 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

objective 

weakness 

interfering with 

activities of daily 

living 

paralysis 

Neuropathy

— sensory 

nor

mal 

loss of deep 

tendon reflexes 

or paresthesia 

objective sensory 

loss or paresthesia 

(including 

sensory loss or 

paresthesia 

interfering with 

permanent 

sensory loss 

that 
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(including 

tingling) but not 

interfering with 

function 

tingling), 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

activities of daily 

living 

interferes 

with 

function 

Nystagmus 
abse

nt 
present — — — 

Personality/ 

behavioral 

nor

mal 

change, but not 

disruptive to 

patient or family 

disruptive to patient 

or family 

disruptive to 

patient and family; 

requiring mental 

health intervention 

harmful to 

others or 

self; 

requiring 

hospitalizati

on 

Also consider Vision－double vision (diplopia) 

Syncope 

(fainting) 

abse

nt 
－ － present － 

Also consider CARDIOVASCULAR (ARRHYTHMIA), Vasovagal episode, CNS 

cerebrovascular ischemia. 

Tremor none 

mild and brief or 

intermittent but 

not 

interfering with 

function 

moderate tremor 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

severe tremor 

interfering with 

activities of daily 

living 

－ 

Vertigo none 

not interfering 

with 

function 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

interfering with 

activities of daily 

living 

bedridden or 

disabling 

 

Grade 

Adverse 

Event 
0 1 2 3 4 

OCULAR/VISUAL 

Cataract none asymptomatic 
symptomatic, 

partial visual loss 

symptomatic, 

visual loss 

requiring treatment 

or interfering with 

function 

－ 

Conjunctivi

tis 
none 

abnormal 

ophthalmologic 

changes, but 

symptomatic and 

interfering with 

function, but not 

symptomatic and 

interfering with 

activities of daily 

－ 



 

94 

 

asymptomatic or 

symptomatic 

without visual 

impairment (i.e., 

pain and 

irritation) 

interfering with 

activities of daily 

living 

living 

Dry eye 
norma

l 

mild, not 

requiring 

treatment 

moderate or 

requiring artificial 

tears 

－ － 

Glaucoma none 

increase in 

intraocular 

pressure but no 

visual loss 

increase in 

intraocular 

pressure with 

retinal changes 

visual impairment 

unilateral or 

bilateral loss 

of vision 

(blindness) 

Tearing 

(watery 

eyes) 

none 

mild: not 

interfering with 

function 

moderate: 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

interfering with 

activities of daily 

living 

－ 

Vision—bl

urred 

vision 

norma

l 
－ 

symptomatic and 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

symptomatic and 

interfering with 

activities of daily 

living 

－ 

Vision—do

uble vision 

(diplopia) 

norma

l 
－ 

symptomatic and 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

symptomatic and 

interfering with 

activities of daily 

living 

－ 

Vision—fla

shing 

lights/floate

rs 

norma

l 

mild, not 

interfering with 

function 

symptomatic and 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

symptomatic and 

interfering with 

activities of daily 

living 

 

Vision—ni

ght 

blindness 

(nyctalopia

) 

  

symptomatic and 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

symptomatic and 

interfering with 

activities of daily 

living 
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Vision— 

photophobi

a 

  

symptomatic and 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

symptomatic and 

interfering with 

activities of daily 

living 

 

Ocular/Vis

ual— Other 

(Specify, 

________) 

norma

l 
mild moderate severe 

unilateral or 

bilateral loss 

of vision 

(blindness) 

      

 

Grade 

Adverse 

Event 
0 1 2 3 4 

 

PAIN 

Arthralgia 

(joint pain) 
none 

mild pain not 

interfering 

with function 

moderate pain: pain 

or analgesics 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

severe pain: pain or 

analgesics severely 

interfering with 

activities of daily 

living 

disabling 

Bone pain none 

mild pain not 

interfering 

with function 

moderate pain: pain 

or analgesics 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

severe pain: pain or 

analgesics severely 

interfering with 

activities of daily 

living 

disabling 

Headache none 

mild pain not 

interfering 

with function 

moderate pain: pain 

or analgesics 

interfering with 

function, but not 

interfering with 

activities of daily 

living 

severe pain: pain or 

analgesics severely 

interfering with 

activities of daily 

living 

disabling 

Myalgia 

(muscle pain) 
none 

mild pain not 

interfering 

with function 

moderate pain: pain 

or analgesics 

interfering with 

function, but not 

interfering with 

severe pain: pain or 

analgesics severely 

interfering with 

activities of daily 

living 

disabling 
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activities of daily 

living 

      

RENAL/GENITOURINARY 

Prote

inuri

a 

normal 

or 

<0.15g/

24h 

1+ or 

0.15~1.0g/24h 

2+~3+ or 1.0~3.5 

g/24h 
4+ or >3.5 g/24h 

nephrotic 

syndrome 

Note: If there is an inconsistency between absolute value and dip stick reading, use the 

absolute value for grading. 

Rena

l 

failur

e 

none —— —— 
requiring dialysis, 

but reversible 

requiring 

dialysis and 

irreversible 
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Attachment IV Informed Consent Form 

Informed Consent Form · Information Page 

Title of project: Intervention Study on Latent Mycobacterium Tuberculosis 

Infection Population 

Organizations: Institute of Pathogen Biology, Chinese Academy of Medical 

Sciences, the 6th People's Hospital of Zhengzhou, and Zhongmou County Health 

and Epidemic Prevention Station 

Hello! 

We are sincerely inviting you to participate in a national key science & technology project 

"An interventional study in population with latent mycobacterium tuberculosis (MTB) 

infection" (project ID: 2014ZX10003001) that is led by Institute of Pathogen Biology, 

Chinese Academy of Medical Sciences. The primary objective of this project is to 

conduct a comprehensive evaluation of the protective effects of short-term drug 

intervention administered to the elderly population with LTBI. The project protocol has 

been approved by the Ethics Committee (EC) of the Institute of Pathogen Biology, 

Chinese Academy of Medical Sciences. 

Before you make a decision as to whether to participate in this project or not, please read 

the following contents carefully or listen to the introduction made by the project staff. 

Participation in this project is completely voluntary. If you agree to participate in this 

project, please sign your name or press your fingerprint on the last page of this Informed 

Consent Form (ICF). You are free to withdraw at will during the implementation of this 

project. If you are unable to read or sign this ICF, the project staff will ask your 

authorized representative to sign on behalf of you to demonstrate your informed consent 

process, and to sign in the "Witness" column. 

I. Project briefs 

1. Project background: China has a high MTB incidence and a large infected 

population base and there is a lack of effective interventions, which is one of the 
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important reason for the slow decrease in the incidence of TB. Adopting effective 

intervention measures to reduce the onset risk of subjects with latent infection 

will be the most direct method to reduce its incidence. We have discovered in 

previous studies that in China the elderly population is the key population with 

LTBI and also the population at a high risk of new infections and active TB. 

2. Participating organizations and number of subjects to be enrolled: This 

project is led by the Institute of Pathogen Biology, Chinese Academy of Medical 

Sciences, and several organizations participate in this project, including National 

Center for Tuberculosis Control and Prevention China CDC, the 6th People's 

Hospital of Zhengzhou and Zhongmou County Health and Epidemic Prevention 

Station. For this research project, about 20,000 people will be included in the 

stage of screening for LTBI, and approximately 3,900 people will be included in 

the stage of preventive TB intervention & treatment. 

II. Who will be eligible or ineligible to participate in this project? 

1. Population eligible to participate in this project: 

1) Local population (native or non-native permanent residents) aged between 50 

and 70, with the ability to complete the entire project period; Non-native 

permanent residents are defined as people who have been living in the local 

place for 6 consecutive months and over. 

2) People who is positive in interferon-γ release assay (IGRA); 

3) People who sign the ICF voluntarily and promise to complete all study items 

during the entire project period. 

2. Population ineligible to participate in this project: 

1) Subjects who previously or are currently suffering TB; subjects who have an 

autoimmune disease or who are currently on immunosuppressive therapy; 

2) Pregnant or lactating women, or women who plan to have a pregnancy; 

3) A history of preventive treatment with rifapentine administered continuously 
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for 14 days or with isoniazide administered discontinuously for over 30 days 

in the last two years; contraindications to the use of isoniazide or rifapentine; 

4) Hepatic dysfunction or impairment; abnormalities of hematology; 

5) subjects positive on HIV, hepatitis B and hepatitis C 

6) Drug addicts; subjects who are disabled because of mental disorders, 

deafness or dumbness, being unable to cooperate in the trial or to promise to 

complete the entire project period; 

7) People who are participating in other clinical trials or who are ineligible for 

this project as judged by the investigator. 

III. What will I need to do if I participate in this project? 

1. The staff will introduce this project to you. If you volunteer to participate and you 

meet the inclusion criteria as suggested by your physical examination report, you 

will need to sign the ICF. 

2. After you have been informed and given your consent, the following procedures 

will be proceeded: 

1) The staff will first inquire about your personal conditions, following which 

you will be randomized to any of the following three groups: 1) intervention 

group A to receive the combination of isoniazide and rifapentine, once 

weekly (the maximum dose of which is 900 mg each time respectively), for 

12 times totally, 2) intervention group B to receive the combination of 

isoniazide and rifapentine twice weekly (the maximum dose of which is 600 

mg each time respectively), for 16 times totally, or 3) untreated control group 

to receive no treatment at all. The project staff is unaware of which group 

you will be assigned to, and we promise that the grouping will be completely 

random. 

2) During the treatment period, physical examination will be performed for you 

two (intervention group B) or three times (intervention group A) respectively 

to observe your health condition; one physical examination will be performed 
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for you for free in the third month after completion of medication, followed 

by a digital chest X-ray examination at Month 12 and Month 24 respectively. 

IV. Possible benefits of participation in the project 

The free physical examinations provided by this project will help you understand your 

own health condition. Meanwhile, preventive treatment will be administered to 

MTB-infected patients to prevent the occurrence of TB. During the observation 

follow-up period, if you present suspected symptoms of TB, you will be 

recommended to a designated medical facility to receive national free diagnosis and 

treatment per relevant policies. 

V. Possible adverse drug reactions, risks and discomfort associated with 

participation in this project 

Blood drawing may cause bleeding, bruises and /or puncture site swelling, all of 

which are normal reactions of this trial, and the symptoms will disappear gradually 

over time. In this project, we will use disposable syringes and needles to avoid 

infection of other diseases. Drugs used in this project may cause some adverse drug 

reactions (ADRs), in which case, our clinicians will provide you with corresponding 

solutions. Drugs administered to you in this project are all clinical drugs that are 

commonly used for TB treatment. 

VI. Related fees 

You do not need to pay any fees for the surveys, physical examinations or laboratory 

tests performed during the project period, and you will not be paid for any unrelated 

medical costs due to your participation in this project. If you experience an adverse 

event (AE) during the project period, the expert group will evaluate whether it is 

related to the intervention treatment of this project. This project will cover the costs of 

treatment for project-related injuries. However, the medical costs required for the 

treatment of your comorbidities unrelated to this project will not be covered by this 

project. 
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VII. Will the personal information be kept confidential? 

The documents of this project (questionnaires and clinical test results) that involve 

your real name or may identify you will be retained in a file cabinet with a lock in a 

locked room, and such information can be accessed only by the authorized project 

staff. Source documents will be retained for a period of 5 years after completion of 

this project and will be destroyed uniformly by the project group after 5 years. 

VIII. How can I get more information? 

You may contact Gao Lei (13311185615), associate research fellow with the Institute 

of Pathogen Biology, Chinese Academy of Medical Sciences, Liu Jianmin 

(13783576316), Vice President of the 6th People's Hospital of Zhengzhou, or Pan 

Shouguo (13700874658), Director of the Health & Epidemic Prevention Station of 

Zhongmou County to get corresponding answers. If there is any important new 

information that is obtained during the implementation of this project and may affect 

your will to continue participating in this project, you will be notified in a timely 

fashion. 
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Informed Consent Form · Signature Page 

Title of project: Intervention Study on Latent Mycobacterium Tuberculosis Infection 

Population 

Organizations: Institute of Pathogen Biology, Chinese Academy of Medical Sciences, 

the 6th People's Hospital of Zhengzhou and Zhongmou County Health and Epidemic 

Prevention Station 

Declaration of Consent 

I, the undersigned, have read or listened to the above introduction to this project carefully 

and have been given opportunities to hold discussions with the project staff and ask 

questions. All my questions have been satisfactorily answered. I have known about the 

possible risks and benefits of participation in this project. I understand my participation in 

this project is voluntary. I do hereby confirm that I have been given adequate time to 

consider this and I understand that: 

 I can inquire of more information at any time. 

 I am free to withdraw from this project at any time, without any of my medical 

treatments and rights being adversely affected. 

If I need to use any other medications due to other conditions during the participation, I 

will consult the personnel involved in the project in advance, or truthfully tell about it 

afterwards. 

Now, I hereby do give my consent to participating in this project and promise to complete 

various items of this project on the physician's instructions. 

 

Subject's signature: ＿＿MM＿＿ DD, ＿＿＿＿YYYY     . 

Phone number: 

 

Signature of authorized representative*: ＿＿＿＿MM＿＿ DD, ＿＿＿＿YYYY 

Phone number: 

The signature of the authorized representative is required if the subject is unable to read or 

sign this ICF. 

--------------------------------------------------------------------- 
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I confirm that I have explained the detailed information about this project to the 

subject, including his/her rights and possible benefits and risks. 

 

Investigator's signature: ＿＿＿＿MM＿＿ DD, ＿＿＿＿YYYY    .  

Phone number: 

 

Investigator's review signature: ＿＿＿＿MM＿＿ DD, ＿＿＿＿YYYY    .  

Phone number: 
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Attachment V Quality Control Forms (A- Screening Form, B- Informed Consent Form, C-Questionnaire) 

Time:  MM DD, YYYY; a total of  questionnaires have been completed. QC:                       

ID No. of respondent 
Item 

No. 

Existing 

problems 
Solution Time solved 

Questionnaire 

investigator 
Remarks 

       

       

       

       

       

       

       

       

       

       

       

       

       

       
Notes: 1. For parts with given options, fill in the serial number of the option. 

2. Existing problems: A-Screening Form: whether the respondent is screened in strict accordance with the inclusion / exclusion criteria? B-Informed Consent Form: whether 

the signature page is signed by the respondent and the auditor? C-Questionnaire: 1) Null; 2) Content is incomplete; 3) The content of the questionnaire is inaccurate and 

inconsistent, with logical errors; 4) It should be skipped but has been completed; 5) The handwriting is illegible; 6) The signature is not appropriate; 7) Other. 

3. Solutions fed back: 1) Null; 2) Contact the respondent to complete the questionnaire again and reach the acceptance criteria; 3) Contact the questionnaire staff and solve 

the problem; 4) Other. 

4. If the problem has not been solved for some reason, specify the reason in the column "Time solved".
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Attachment VI Quality Control Forms (A-Blood Sample Collection B-Urine Sample Collection) 

Time:  MM  DD YYYY; a total of  blood samples have collected, and random check is performed for a total of  people.  .  QC:                       

ID No. of respondent 
Existing 

problems 
Solution Time solved 

Blood 

sample/Urine 

sample collector 

Remarks 

      

      

      

      

      

      

      

      

      

      

      

      

      

      
Note: 
1. For parts with given options, fill in the serial number of the option. 
2. Existing problems: A-Blood sample collection: 1) Null; 2) The order of blood collection tubes for IGRA is incorrect; 3) The volume of blood collected is inaccurate; 4) 
IRGA blood samples are not stored at ambient temperature; 5) Other blood samples are not stored at 2-8℃ with the exception of IGRA blood samples; 6) IGRA blood 
samples are not fully mixed after collection; 7) Other. B-Urine sample collection: 1) Null; 2) The volume of urine collected is not adequate; 3) The bar code on the urine cup 
is not clear or complete. 

3. Solution fed back: 1) Null; 2) Contact the questionnaire respondent for collection of blood or urine samples again, and document as required; 3) Other. 
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Attachment VII Quality Control Forms (Chest X-ray Report) 

Quality control (QC) mainly includes the following contents: quality of DRs; serial number of DR; whether the report is filled out completely or not. 

Time:  MM  DD  YYYY; a total of  DR have been completed, and random check is performed for a total of  people.  .   QC:                 

ID No. of respondent 
Item 

No. 

Existing 

problems 
Solution Time solved Taken by/Read by Remarks 

       

       

       

       

       

       

       

       

       

       

       

       

       

       

Note: 
1. For parts with given options, fill in the serial number of the option. 

2. Existing problems: 1) Null; 2) The serial number of the DR is incorrect; 3) The Report is not filled out completely; 4) Other. 

3. Solutions fed back: 1) Null; 2) Correct the serial number of the DR; 3) Complete the Report; 4) Other. 
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Attachment VIII Quality Control Forms (IGRA) 

The contents of quality control (QC) mainly include: storage of IGRA reagents; incubation duration; incubation temperature; plasma separation; experiment 

operations; documentation of experimental results; retention of remaining samples. 

Time:  MM  DD  YYYY; a total of  IGRA tests have been completed, and random check is performed for a total of  people.  .  Field QC:     ; 

Project QC:  .   

ID No. of 

respondent 

Existing 

problems 
Other issues Solution Time solved 

Performed 

by: 
Remarks 

       

       

       

       

       

       

       

       

       

       

       

       

       

       
Note: 

1. For parts with given options, fill in the serial number of the option. 

2. Existing problems: 1) Null; 2) IGRA reagents are not stored per criteria; 3) The incubation duration is not between 16 and 24 hours; 4) The incubation temperature is not 

37℃; 5) Plasma is not separated completely after centrifugation following incubation; 6) The test is not conducted in accordance with the SOP; 7) The documentation of the 

experimental results is not complete; 8) The remaining samples are not retained per requirements; 9) Other. 

3. Solutions fed back: 1) Null; 2) Perform test on the sample again; 3) Other. 
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Attachment IX Quality Control Forms (Treatment and Retention of Blood Samples) 

The contents of quality control (QC) mainly include: sample number & placement position; refrigerator temperature; quality of plasma separation; freezing tube / 

freezing box number & placement position; logs; experiment operations; Sample Retention Form; 

Time:  MM  DD  YYYY; a total of  blood samples have been treated, and random check is performed for a total of  people.  .  Field QC:    ; Project 

QC:  . 

ID No. of 

respondent 

Existing 

problems 
Other issues Solution Time solved Performed by: Remarks 

       

       

       

       

       

       

       

       

       

       

       

       

       

       
Note: 
1. For parts with given options, fill in the serial number of the option. 
2. Existing problems: 1) Null; 2) The sample number is incorrect (S\C); 3) The sample is placed incorrectly; 4) The plasma is mixed with excessive red blood cells; 5) The 
refrigerator's temperature is unstable; 6) The freezing tube is placed at a wrong position; 7) The freezing box is placed at a wrong position; 8) The serial number on the 
freezing box is incorrect; 9) The logs contain missing items; 10) The test is not performed according to the SOP; 11) The Sample Retention Form is not filled out completely; 
12) Other. 

3. Solutions fed back: 1) Null; 2) Correct the sample number; 3) Perform plasma separation again; 4) Place the tube at a correct position; 5) Complete the logs or the Form; 
6) Perform per SOP; 7) Other. 
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Attachment X Quality Control Forms (Quality Control of Referral & Tracking Form) 

The contents of quality control (QC) mainly include: completeness of the Form; whether the Form is signed by the physician making or accepting the referral; 

whether the Form is filled out legibly. 

Time:  MM  DD  YYYY; a total of  referrals have been completed, and random check is performed for a total of  people.  .  Field QC:    ; Project QC:  .   

ID No. of 

respondent 

Item 

No. 

Existing 

problems 
Other issues Solution Time solved Referred by Remarks 

        

        

        

        

        

        

        

        

        

        

        

        

        

        
Note: 

1. For parts with given options, fill in the serial number of the option. 

2. Existing problems: 1) Null; 2) The contents are not complete; 3) There is no signature of the physician making or accepting the referral; 4) The Form is not filled out 

legibly; 5) Other. 

3. Solutions fed back: 1) Null; 2) Contact relevant physician for confirmation and fill out the must-complete items in the Form; 3) Other. 
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Attachment XI Quality Control Forms (Data Quality Control Records) 

The contents of quality control (QC) mainly include: quality control over the data verified in the data management software. 

Time:  MM  DD  YYYY; a total of  data/persons, and random check is performed for  data/persons.  .  Field QC:       ; Project QC:  .   

ID No. of 

respondent 

Document 

type 
Topic 

Existing 

problems 
Other issues Solution 

 
Time solved Entered by 

         

         

         

         

         

         

         

         

         

         

         

         

         

         
Note: 

1. For parts with given options, fill in the serial number of the option. 

2. Existing problems: 1) Null; 2) The contents are inaccurate; 3) The contents are incomplete; 4) Other. 

3. If the problem cannot be solved, specify the reason in the column "Time solved". 
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Attachment XII Supervision Quality Control Form - Village Doctor 

Township:  Administrative village:  Natural village:          Number of subjects who should take the drugs: Number of subjects who have actually taken the 

drugs:  .  .          .  . 

 

ID No. of 

respondent 
Name Supervision indicators Remarks 

  1:□ 2:□ 3：□ 4: □ 5: □ 6: □ 7: □ 8: □ 9: □ 10: □ 11：□   

  1:□ 2:□ 3：□ 4: □ 5: □ 6: □ 7: □ 8: □ 9: □ 10: □ 11：□   

  1:□ 2:□ 3：□ 4: □ 5: □ 6: □ 7: □ 8: □ 9: □ 10: □ 11：□   

  1:□ 2:□ 3：□ 4: □ 5: □ 6: □ 7: □ 8: □ 9: □ 10: □ 11：□   

  1:□ 2:□ 3：□ 4: □ 5: □ 6: □ 7: □ 8: □ 9: □ 10: □ 11：□   

Supervised by:  Reviewed by:  

Date: MM DD YY Date: MM DD YY                    
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Instructions on Completing the Supervision Quality Control Form (printed on the back) 

 

1. Does the dose of medication meets the requirements of the protocol 

2. Does the appointment date on the Medication Appointment Form meet the protocol requirements 

3. Are the contents of AE Report Form complete and logical 

4. Are the contents of Concomitant Medication Form complete and logical? 

5. Is the video complete and continuous 

6. Is the drug taken correctly (does the subject make an act of swallowing or speak) 

7. Are the medicine boxes of different study subjects wrongly placed or mixed 

8. Are the empty medicine boxes following medication kept 

Numbers 1 to 11 represent the supervision indictors respectively. Put a tick (√) in the corresponding box if 

the answer is "Yes", or put a cross (×) in the corresponding box if the answer is "No". If "×", specify in 

the "Remarks" column whether and what remedial measures have been taken 
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Attachment XIII Supervision Quality Control Form - Intervention Subjects 

 
Township:      Administrative village:       Natural village:  

 

QC Items: ID No.: 

Name: 

ID No.: 

Name: 

ID No.: 

Name: 

1. Has the village doctor confirmed the 

correct dose before drug administration? 
   

2. Whether other drugs have been taken 

during the medication period 
   

3. Has any discomfort appeared after drug 

administration? 
   

4. Has the village doctor dispensed the 

Medication Appointment Form for the 

next administration at the end of drug 

administration? 

 □  

Remarks: 

 

 

 

 

   

 
Investigated by:                 Reviewed by:     

Date: MM DD YY   Date: MM DD YY     

Note: put a tick "√" in the corresponding box if the answer is "Yes", or put a cross "×" in the corresponding box if the answer is "No". 
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Attachment XIV Population Information Check Form 
ID

 N
o
. 

o
f 

re
sp

o
n

d
en

t 

N
a
m

e 

S
ex

 

B
ir

th
 d

a
te

 

N
a
ti
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n

a
li

ty
 

N
a
ti

o
n
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ty
-O

th
er

s 

ID
 c

a
rd

 N
o
. 

R
eg

is
te

re
d

 

p
er

m
a
n

en
t 

re
si

d
en

ce
 

ty
p

e 

P
er

m
a
n

en
t 

re
si
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ce
 

a
d

d
re

ss
 

L
en

g
th

 o
f 
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d
en
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R
el

a
ti

o
n

sh
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 w
it

h
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h
e 

h
o
u

se
h

o
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R
el

a
ti

o
n

sh
ip

 w
it

h
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h
e 

h
o
u

se
h

o
ld

er
 

-O
th

er
 

W
h

et
h

er
 t

o
 c

o
n

ti
n

u
e 

o
r 

n
o
t 

In
q

u
ir

y
 

T
el

ep
h

o
n

e 

R
em

a
rk

s 

               

               

               

               

Note: 

1. For parts with given options, fill in the serial number of the option. 

2. Sex: 1) Male; 2) Female 

3. Ethnic group: 1) Han; 2) Hui; 3) Mongol; 4) Manchu; 5) Other 

4. Type of registered residence: 1) Rural; 2) Non-rural 

5. Residence address: 1) Native; 2) Non-native 

6. Length of residence: 1) < 6 months; 2) >= 6 months 

7. Relationship with the householder: 1) Householder; 2) Spouse; 3) Sibling; 4) Son or daughter; 5) Parent; 6) Grandparent; 7) Grandchild; 8) Other 

8. Whether to continue or not 1）Yes; 2）No 

9. If the answers to "Ethnic group" and "Relationship with the householder" are "Other", write down the specific information in corresponding "Remarks" column on the 

right side. 

10. If the answer to "Continue inquiry or not" is "No", specify the reason in the "Remarks" column as follows: 1) the subject is aged over 70 (born before July 1, 1945); 2) 

the subject is aged under 50 (born after July 1, 1965); 3) the subject is a native but has not lived in the local place for over 6 months in the last year; 4) the subject is not a 

native and has been living in the local place for less than 6 months in the last year; 5) Other. 
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Attachment XV Subjects Screening Form 

Study subject's ID: Contact information: 

 

Put a cross "×" in the corresponding box if the answer to any of the following items is 

"Yes" 

1. The subject previously suffered or is suffering TB  

2. Pregnant or lactating women or women preparing for pregnancy;  

3. The subject received therapy or preventive therapy of TB  

4. The subject is a drug or drink addict   

5. The subject is known to be HIV-positive  

6. The subjects with renal insufficiency or degeneration  

7. The subjects with mental disorder  

8. The subjects with liver dysfunction or impairment or infected with Hepatitis B / 

Hepatitis C  

 

9. The subjects with autoimmune diseases or undergoing the treatment with 

immunosuppressive agents 

 

10. The subjects with tumor  

11. Subjects without capacity to act independently owing to disability; their 

conditions inapplicable for participation in this study judged by the investigator, 

such as failing to cooperate in the test or complete the whole study 

 

 

Overall opinion: should the subject be included for preliminary screening & physical 

examination? □ Yes □ No 
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Attachment XVI Field Inspection Form 

 

Survey respondent's ID: □□□□□□□□□□□□ Name: 

Birth date: Sex: □1) Male; □2) Female 

① Physical examination: 

1. Height: □□□. □□ cm 

2. Weight: □□□. □□ kg 

3. Blood pressure: [ / ]mmHg;  

 (Seal or signature) 

②  Collection of fasting blood 

samples: 

□ 1. Yes; □ 2. No 

(Seal or signature) 

③Collection of IGRA blood samples: 

□ 1. Yes; □ 2. No 

(Seal or signature) 

④  Collection of biomarker 

blood samples: 

□ 1. Yes; □ 2. No 

(Seal or signature) 

⑤DR: 

□ 1. Yes; □ 2. No 

(Seal or signature) 

 

⑥ Urine sample collection: □ 

1. Yes; □ 2. No 

(Seal or signature) 

 

⑦Gift distribution: 

(signature) 

 

 

Date of examination: MM DD YYYY  
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Attachment XVII: Questionnaire for Screening Period 

ID No.: 

Your relationship with the respondent: □ 1) Myself; □ 2) Family member; □ 3) Others 

01 Your sex: □ 1) Male; □ 2) Female 

02 Your birth date (Gregorian /solar calendar): └─┴─┘MM └─┴─┘DD, └─┴─┴─┴─┘YYYY 

03 You have lived in the place for: □ 1) 6 to 12 months; □ 2) 12 to 18 months; □ 3) 18-24 

months; □ 4) ≥24 months 

04 Currently, you are mainly engaged in (please choose only one from the following 3 categories):  

 Agricultural work: 

□ 1) farming; 

□ 2) forestry; 

□ 3) livestock & poultry 

breeding; 

□ 4) fishery; 

 

Industry: 

□ 5) construction worker; 

□ 6) handicraft such as 

weaving, printing & dyeing; 

□7) agricultural product 

and byproduct processing; 

□ 8) mining; 

□ 9) paper making or 

chemical engineering 

□ 10) manufacturing or 

processing of building 

materials; 

Others: 

□ 11) teacher; 

□12) doctors and nurses; 

□ 13) business / service staff; 

□ 14) driver; 

□ 15) self-employed; 

□16) administrative/managerial 

staff; 

□ 17) retired; 

□ 18) housework; 

□ 19) agricultural technician; 

□ 20) other 

05 Your education background: □ 1) Unschooled; □ 2) Primary school; □ 3) Junior high 

school; □ 4) Senior high school or technical school; □ 5) University 

or junior college; □ 6) Postgraduate or above 

06 Your marital status: □ 1) Married; □ 2) Single; □ 3) Divorced; □ 4) Widowed 

07 The number of family member who share income is    , and your net household income in the 

year of 2014 was:  yuan. 

08 Is your house often ventilated? □ 1) Yes; □ 2) No 

09 Do you smoke? □ 1) Yes (means you smoke more than 5 cigarettes monthly on average); □ 

2) Have quitted smoking, for  years; □ 3) No (means you smoke less than 

5 cigarettes monthly on average or do not smoke at all, skip to 13); 
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10 What kind of cigarettes do you smoke? (Multiple choices are permitted) 

□ 1) cigarettes without filter tip; □ 2) cigarettes with filter tip; □ 3) self-made cigarettes of 

tobacco; □ 4) other 

11 You started to smoke at the age of  years old 

12 How many cigarettes do (did) you smoking every day? 

□ 1) ≥20 cigarettes daily; □ 2) 10 to 19 cigarettes daily; □ 3) 1 to 9 cigarettes daily; □ 4) 

less than 1 cigarette daily 

13 Have you consumed alcohol in the past 1 year? □ 1) No (Skip to 15); □ 2) Yes 

  

14 Your consumption of various kinds of alcohol (if you do not consume a certain kind of alcohol, 

write "0" in the corresponding brackets): 

Category Average frequency Volume consumed each time on average 

White spirits [ ] times/month [ ] liang (1 liang = 50 g) 

Beer [ ] times/month [ ] bottles (counted as 0.5 bottles if less 

than 1 bottle) 

Other, please specify [ ] times/month [ ] liang (1 liang = 50 g) 
 

15 How often did you consume vegetables / fruits a week in the last 3 months? 

□ 1) every day; □ 2) 4 to 6 days a week; □ 3) 1 to 3 days a week; □ 4) less than 1 day a 

week 

16 How often did you consume meat/eggs a week in the last 3 months? 

□ 1) every day; □ 2) 4 to 6 days a week; □ 3) 1 to 3 days a week; □ 4) less than 1 day a 

week 

17 How often did you consume bean products a week in the last 3 months? 

□ 1) every day; □ 2) 4 to 6 days a week; □ 3) 1 to 3 days a week; □ 4) less than 1 day a 

week 

18 On average, how many hours do you sleep every day? 

□ 1) < 5 hours; □ 2) 5 to 7 hours; □ 3) 7 to 9 hours; □ 4) > 9 hours 

19 Have you been diagnosed with any of the following diseases (more than one can be selected): 

□ 1) Asthma; □ 2) Pneumonia; □ 3) Chronic obstructive pulmonary disease; □ 4) 

Chronic bronchitis; 

□ 5) Emphysema; □ 6) Lung abscess; □ 7) Pneumosilicosis; □ 8) None of the above 

20 Are you currently experiencing any of the following symptoms (more than one can be selected)? 

□ 1) Cough / expectoration; □ 2) Hemoptysis or blood-stained sputum; □ 3) Chest pain; 

□ 4) Chest distress / shortness of breath; 
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□ 5) Fever; □ 6) Night sweating; □ 7) Fatigue; □ 8) Loss of appetite; 

□ 9) Emaciation; □ 10) None of the above (Skip to 22) 

21 How long has your cough / expectoration persisted? □ 1) < 1 week; □ 2) 1-2 weeks; □ 3) 

2-3 weeks; □ 4) ≥3 weeks 

22 Opinion of the trained project staff:  

□ 1) The subject has suspicious clinical symptoms of TB; □ 2) The subject has no suspicious 

clinical symptoms of TB 

 

Investigated by:   Date: └─┴─┘MM └─┴─┘DD, └─┴─┴─┴─┘YYYY   

 

Reviewed by:   Date: └─┴─┘MM └─┴─┘DD, └─┴─┴─┴─┘YYYY   
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Attachment XVIII Follow-up Survey Questionnaire  

1. Relationship with the survey respondent: 

□ 1) Face-to-face survey of the subject him/her-self; □ 2) Survey of the subject by telephone, etc.; 

□ 3) Other people, whose relationship with the subject is:  

2. Were you diagnosed with TB? □ 1) Yes; □ 2) No (Skip to 4) 

3. The kind of TB you were diagnosed with is (more than one can be selected): 

 □1) TB: 

Time of diagnosis: └─┴─┘MM └─┴─┴─┴─┘YYYY; Treatment status: [ ]; 

□2) Tuberculous pleurisy: 

Time of diagnosis: └─┴─┘MM └─┴─┴─┴─┘YYYY; Treatment status: [ ]; 

□3) Extrapulmonary TB: 

Time of diagnosis: └─┴─┘MM └─┴─┴─┴─┘YYYY; Treatment status: [ ]; 

Type of extra-pulmonary TB: □ 1) TB of lymph nodes; □ 2) TB of intestine; □ 3) TB of 

bone; □ 4) TB of kidney; □ 5) TB of the nervous system; □ 6) Tubercular meningitis; □ 

7) Other   

4. Was any of your direct relatives (including spouse, parents, children, etc.) diagnosed with TB 

(including extra-pulmonary TB)? 

□ 1) Yes; □ 2) No (Skip to 7); □ 3) Unknown (Skip to 7) 

5. The diagnosis of one of your direct relatives infected recently was confirmed in: 

□ 1) └─┴─┘MM ─┴─┴─┴─┘YYYY; □ 2) Unknown 

6. Treatment status of your infected direct relative: 

□ 1) Cured; □ 2) Discontinued; □ 3) On therapy; □ 4) Untreated; □ 5) Unknown 

7. Have you been in close contact with a TB-infected patient (including contact during work) 

previously? 

□ 1) Yes; □ 2) No (Skip to 10); □ 3) Unknown (Skip to 10) 

8. If yes, what is the relationship between you and the patient?  

□ 1) Family; □ 2) Neighbor; □ 3) Workmate/ classmate/friend; □ 4) Contact in a hospital; □ 

5) Other    

9. When you were in contact with a TB patient, did you usually take protective measures to avoid 

infection, such as wearing masks and increasing indoor ventilation? 

□ 1)Yes; □ 2) No 

10. Are you currently experiencing any of the following symptoms (more than one can be 

selected)? 

Treatment status: 

① Cured; 

② Discontinued; 

③ Self-treatment 

④ Untreated 
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□ 1) Cough / expectoration; □ 2) Hemoptysis or blood-stained sputum; □ 3) Chest pain; □ 4) 

Distressed chest / shortness of breath; □ 5) Fever; □ 6) Night sweating; □ 7) Fatigue; □ 8) 

Loss of appetite; □ 9) Emaciation; □ 10) None of the above (Skip to 12) 

11. How long has your cough / expectoration persisted? □ 1) < 1 week; □ 2) 1-2 weeks; □ 3) 

2-3 weeks; □ 4) ≥3 weeks 

12. Doctor's opinion: □ 1) The subject has suspicious clinical symptoms of TB; □ 2) The 

subject has no suspicious clinical symptoms of TB 

Investigated by:   Date: └─┴─┘MM └─┴─┘DD, └─┴─┴─┴─┘YYYY    

Reviewed by:   Date: └─┴─┘MM └─┴─┘DD, └─┴─┴─┴─┘YYYY    

 



 

122 

 

 

1. Relationship with the survey respondent: 

□ 1) Face-to-face survey of the subject him/her-self; □ 2) Survey of the subject by telephone, etc.; 

□ 3) Other people, whose relationship with the subject is:      

2. Were you diagnosed with TB in the past year? 

□ 1) Yes; □ 2) No (Skip to 4) 

3. The kind of TB you were diagnosed with is (more than one can be selected): 

 □1) TB: 

Time of diagnosis: └─┴─┘MM └─┴─┴─┴─┘YYYY; Treatment status: [ ]; 

□2) Tuberculous pleurisy: 

Time of diagnosis: └─┴─┘MM └─┴─┴─┴─┘YYYY; Treatment status: [ ]; 

□3) Extrapulmonary TB: 

Time of diagnosis: └─┴─┘MM └─┴─┴─┴─┘YYYY; Treatment status: [ ]; 

Type of extra-pulmonary TB: □ 1) TB of lymph nodes; □ 2) TB of intestine; □ 3) TB of 

bone; □ 4) TB of kidney; □ 5) TB of the nervous system; □ 6) Tubercular meningitis; □ 

7) Other   

4. Was any of your direct relatives (including spouse, parents, children, etc.) diagnosed with TB 

(including extra-pulmonary TB) in the past year? 

□ 1) Yes; □ 2) No (Skip to 7); □ 3) Unknown (Skip to 7) 

5. The diagnosis of one of your direct relatives infected recently was confirmed in: 

□ 1) └─┴─┘MM ─┴─┴─┴─┘YYYY; □ 2) Unknown 

6. Treatment status of your infected direct relative: 

□ 1) Cured; □ 2) Discontinued; □ 3) On therapy; □ 4) Untreated; □ 5) Unknown 

7. Have you been in close contact with a TB-infected patient (including contact during work) 

previously? 

□ 1) Yes; □ 2) No (Skip to 10); □ 3) Unknown (Skip to 10) 

8. If yes, what is the relationship between you and the patient?  

□ 1) Family; □ 2) Neighbor; □ 3) Workmate/ classmate/friend; □ 4) Contact in a hospital; □ 

5) Other    

9. When you were in contact with a TB patient, did you usually take protective measures to avoid 

infection, such as wearing masks and increasing indoor ventilation? 

□ 1)Yes;   □ 2) No 

10. Were you ever diagnosed with type II diabetes? (SKIP to question 14) 

Treatment status: 

① Cured; 

② Discontinued; 

③ Self-treatment 

④ Untreated 
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□ 1)Yes;   □ 2) No 

11. You were diagnosed at a: 

□ 1) City hospital;  □ 2) County hospital; □ 3) Township hospital;  □ 4) Village clinic 

□ 5) Judged by oneself;  □ 6) Other (please specify)      

12. Time of diagnosis: MM  YY   

13. Currently, how do you control your blood glucose levels (more than one can be selected)? 

□ 1) Null □ 2) Diet control □ 3) Oral drugs □ 4) Insulin injection □ 5) Inpatient 

treatment 

14. Were you diagnosed with any of the following diseases in the past year (more than one can be 

selected)?  

□1) Hyperthyroidism; □2) Type I diabetes; □3) Myasthenia gravis; 

□4) Systemic lupus 

erythematosus; 

□5) Rheumatoid arthritis; □6) Ankylosing spondylitis; 

□ 7) Asthma; □ 8) Pneumonia; □9) Essential hypertension; 

□ 10) Cancer (please specify the 

site:  ); 

□ 11) Hepatitis; □ 12) Heart disease; 

□ 13) Stroke; □ 14) Pneumosilicosis; □ 15) None of the above 

 

15. Did you receive any organ transplantation in the past year? 

□ 1)Yes;     □ 2) No 

16. Did you receive immunosuppressive therapy in the past year?  

□ 1)Yes;     □ 2) No 

17. Are you currently experiencing any of the following symptoms (more than one can be 

selected)? 

□ 1) Cough / 

expectoration; 

□ 2) Hemoptysis or 

blood-stained sputum; 

□ 3) Chest pain; □ 4) Distressed chest 

/ shortness of breath; 

□ 5) Fever; □ 6) Night sweating; □ 7) Fatigue; □8) Loss of appetite; 

□ 9) Emaciation; □ 10) None of the above (Skip to 19) 

18. Your cough / expectoration has persisted for: 

□ 1) < 1 week;   □ 2) 1-2 weeks;   □ 3) 2-3 weeks;   □ 4) ≥3 weeks 

19. Doctor's opinion:  

□ 1) The subject has suspicious clinical symptoms of TB; □ 2) The subject has no suspicious 
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clinical symptoms of TB 

Investigated by:   Date: └─┴─┘MM └─┴─┘DD, └─┴─┴─┴─┘YYYY    

Reviewed by:   Date: └─┴─┘MM └─┴─┘DD, └─┴─┴─┴─┘YYYY    
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Attachment XX Blood Sample Collection Logs 

 Blood samples collected by:   Date of collection:   Page (  pages totally)   .   . 

 

Note:  1. During the screening stage, blood samples need to be collected for: IGRA, blood 

biochemistry, routine blood test, hepatitis test, HIV test and blood glucose test. 

2. During the intervention stage, blood samples need to be collected for: blood biochemistry 

and routine blood test. 

3. During the 3rd month of follow-up, blood samples need to be collected for: blood 

ID No. 

Whether blood 

sampling has been 

performed 

Remarks 

 □Yes; □No  

 □Yes; □No  

 □Yes; □No  

 □Yes; □No  

 □Yes; □No  

 □Yes; □No  

 □Yes; □No  

 □Yes; □No  

 □Yes; □No  

 □Yes; □No  
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biochemistry and routine blood test. 
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Attachment XXI Blood Samples Separation Logs 

Isolation time:  (hour) MM  DD   YYYY   

 

ID No. of 

respondent 
 

Type and quantity of 

samples 
Operator Remarks 

  
Plasma:  tubes;  

Buffy coat:  tubes 
  

  
Plasma:  tubes; Buffy 

coat:  tubes 
  

  
Plasma:  tubes; 

 Buffy coat:  tubes 
  

  
Plasma:  tubes; 

 Buffy coat:  tubes 
  

  
Plasma:  tubes; Buffy 

coat:  tubes 
  

  
Plasma:  tubes;  

Buffy coat:  tubes 
  

  
Plasma:  tubes; 

 Buffy coat:  tubes 
  

  
Plasma:  tubes;  

Buffy coat:  tubes 
  

  
Plasma:  tubes; Buffy 

coat:  tubes 
  

  
Plasma:  tubes;  

Buffy coat:  tubes 
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Attachment XXII Blood Biochemistry Logs 

 

Tested by:             Date:    .   . 

 

ID No. of 

respondent 
Serial No. 

Biochemistry test 

completed 
Remarks 

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  
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Attachment XXIII Routine Blood Test Logs 

 

ID No. of 

respondent 
Serial No. 

Biochemistry test 

completed 
Remarks 

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  

  □Yes; □No  
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Attachment XXIV Routine Urine Test Logs 

Performed by:   ; Date of test: -----       Page (  pages totally)    

ID No. of respondent Tested or not Remarks 

 

□Yes; □No  

 

□Yes; □No  

 

□Yes; □No  

 

□Yes; □No  

 

□Yes; □No  

 

□Yes; □No  

 

□Yes; □No  

 

□Yes; □No  

 

□Yes; □No  

 

□Yes; □No  
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Attachment XXV Immunoassay Logs 

Performed by:   ; Date of test: -----   Page (  pages totally)    

ID No. of respondent 
Serial No. Immunoassay 

completed 
Remarks 

  
□Yes; □No  

  
□Yes; □No  

  
□Yes; □No  

  
□Yes; □No  

  
□Yes; □No  

  
□Yes; □No  

  
□Yes; □No  

  
□Yes; □No  

  
□Yes; □No  

  
□Yes; □No  

  
□Yes; □No  

  
□Yes; □No  

  
□Yes; □No  

  
□Yes; □No  

  
□Yes; □No  

  
□Yes; □No  
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Attachment XXVI DR Logs 

Performed by:   ; Date:    Page (  pages totally)      

 

ID No. of respondent Name DR Remarks 

  

□Yes; □No  

  

□Yes; □No  

  

□Yes; □No  

  

□Yes; □No  

  

□Yes; □No  

  

□Yes; □No  

  

□Yes; □No  

  

□Yes; □No  

  

□Yes; □No  

  

□Yes; □No  
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Attachment XXVII DR Report 

ID No. of respondent: Name: 

 

1. Whether DR has been performed: 

□ 1. No, and the reason is:  

□ 1) the subject received DR within the last two 

weeks; 

□2) Others: 

□ 2. Yes, DR No. is (upload the chest image files) 

2. Is any abnormal lesion seen on the image? 

□1) No abnormalities observed; □ 2) Yes, suspicious tubercular lesion; 

□ 3) Yes, non-TB lesion; □ 4) Yes, prior TB lesion 

 

3. If the answer is "2) Yes, suspicious tubercular lesion", is there any cavity on the 

image? 

□ 1) Yes; □ 2) No; □ 3) Suspicious 

4. If the answer is "2) Yes, suspicious tubercular lesion", please specify the site of 

lesion: 

□ 1) Null; □ 2) Upper left; □ 3) Middle left; □ 4) Lower left; □ 5) Upper 

right; □ 6) Middle right; □ 7) Lower right 

5. If the answer is "2) Yes, suspicious tubercular lesion", please specify the diagnosis: 

□  1) Primary pulmonary TB; □  2) Hematogenous pulmonary TB; □  3) 
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Secondary pulmonary TB; □ 4) Tuberculous pleurisy; □ 5) Other extra-pulmonary 

TB 

Remarks: 

Date of report    MM  DD, YYYY    Reported by:           
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Attachment XXVIII Samples & Files Delivery Records 

     Date:     (The sender, the deliverer and the recipient hold one copy respectively) 

Item name Quantity 

(samples/per 

person) 

Sent by Delivered by Received by Remarks 

      

      

      

      

      

      

      

 
1. Please specify the specific item name and strength. 

2. Quantity: for serum samples, please specify the type (e.g., 3 mL of whole blood sample or 

IGRA sample) expressed in the unit of samples/per person. 
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Attachment XXIX Report of Sputum Smear Test for Subjects with 

Suspicious Symptoms or Suspected Patients 

ID No. of 

respondent 

Smear results 

Date of 

report 

Perfor

med by 

(signat

ure) 

Sputum culture 

results Date 

of 

repor

t 

Perfor

med 

by 

(signat

ure) 

Remar

ks 

Re

al-

ti

me 

Morn

ing 

sputu

m 

Nig

ht 

sput

um 

Re

al-t

im

e 

Mo

rni

ng 

spu

tu

m 

Ni

ght 

sp

ut

um 

      
   

 
  

      
   

 
  

      
   

 
  

      
   

 
  

      
   

 
  

      
   

 
  

      
   

 
  

      
   

 
  

      
   

 
  

      
   

 
  

1. Result of sputum smear test:  1: Positive 2: Negative 3: No sputum 4: Unaccepted 

2. How to fill in the results of sputum culture: write down the result according to colony growth based 

on preliminary observation with naked eye: (1) No colony growth, report " culture negative "; (2) When 

colony growth accounts for less than 1/4 of the slant area, report the actual CFU; (3) Colony growth 

accounting for 1/4 of the slant area, report (1+); (4) Colony growth accounting for 1/2 of the slant area, 

report (2+); (5) Colony growth accounting for 3/4 of the slant area, report (3+); (6) Colony covering the 

whole culture slant, report (4+); 

3. If any contamination of culture media is discovered, report the result according to the contaminated 

area: (1) when the contaminant bacteria have a clear boundary and do not exceed 1/4 of the slant area, 

report (C1+); (2) when the contaminant bacteria have a clear boundary and do not exceed 1/2 of the 

slant area, report (C2+); (3) when the contaminant bacteria have a clear boundary and do not exceed 3/4 

of the slant area, report (C3+); (4) when the contaminant bacteria have no clear boundary or cover the 

whole culture slant, report (C4+)  
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ID No.:            

 

 

Attachment XXX Medication Record Form for Interventional Study in 

Population with LTBI (Group A) 

Subject name initials (capital):    

Group: ( ) Intervention group A - isoniazide tablets /each time, 

rifapentine tablets /each time (12 times totally)  ( ) 

Intervention group B - isoniazide tablets /each time, rifapentine

 tablets /each time (8 times totally) ( ) Control group 

Outcome: ( ) Completion ( ) Withdrawal/Removal 

Physician-in-charge:    

Date of inclusion: MM  DD    YYYY 

End date: MM  DD    YYYY   

Field organization: The Sixth People’s Hospital of Zhengzhou / Zhongmou 

County Health and Epidemic Prevention Station 

Sponsor: Institute of Pathogen Biology, Chinese Academy of Medical 

Sciences 
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Medication Calendar Card 
 

  Township:  Administrative village:  Natural village:  ID No.:   Name:  Sex  Phone:   Doctor’s signature:   

 : indicates the day is the day of medication 

November 2015 
MON TUE WED THU FRI SAT SUN 

2 3 4 5 6 7  8 

21st 22nd 23rd 24th 25th 26th Beginning of Winter 

① Doses administered: isoniazide   tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No 

(reason:    )      

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No  

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No  

9 10 11 12 13 14  15 

28th 29th 30th 10
th

 month of 

lunar calendar (29 

days) 

2nd 3rd 4th 

① Doses administered: isoniazide   tablets; rifapentine  tablets; ②Has the subject taken the drugs regularly?  Yes  No 

(reason:    )      

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 

16 17 18 19 20 21  22 

5th 6th 7th 8th 9th 10th Lesser Snow 

① Doses administered: isoniazide  tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No (reason:    )      

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No  

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 

23 24 25 26 27 28  29 

12th 13th 14th 15th 16th 17th 18th 
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① Doses administered: isoniazide  tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No 

(reason:    )      

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 
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December 2015 
MON TUE WED THU FRI SAT SUN 

November 30 1 2 3 4 5  6 

19th 20th 21st 22nd 23rd 24th 25th 

① Doses administered: isoniazide  tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No 

(reason:    )      

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 

7 8 9 10 11 12  13 

Great Snow 27th 28th 29th 11
th

 month of 

lunar calendar (30 

days) 

2nd 3rd 

① Doses administered: isoniazide  tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No (reason:    )      

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 

14 15 16 17 18 19  20 

4th 5th 6th 7th 8th 9th 10th 

① Doses administered: isoniazide  tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No 

(reason:    )     ③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 

21 22 23 24 25 26  27 

11th Winter Solstice 13th 14th Christmas  16th 17th 

① Doses administered: isoniazide  tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No (reason:    )      

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 
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January 2016 
MON TUE WED THU FRI SAT SUN 

December 28 29 30 31 1 2  3 

18th 19th 20th 21st New Year's Day 23rd 24th 

① Doses administered: isoniazide   tablets; rifapentine  tablets; ②Has the subject taken the drugs regularly?  Yes  No 

(reason:    )      

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 

4 5 6 7 8 9  10 

25th 26th 27th 28th 29th 30th 12
th

 month of lunar 

calendar 

① Doses administered: isoniazide   tablets; rifapentine  tablets; ②Has the subject taken the drugs regularly?  Yes  No (reason:    )      

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 

11 12 13 14 15 16  17 

2nd 3rd 4th 5th 6th 7th 8th 

① Doses administered: isoniazide  tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No 

(reason:     ) 

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 

18 19 20 21 22 23  24 

9th 10th Great Cold 12th 13th 14th 15th 

① Doses administered: isoniazide  tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No 

(reason:    )      

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 

25 26 27 28 29 30 31 

16th 17th 18th 19th 20th 21st 22nd 
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① Doses administered: isoniazide  tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No 

(reason:    )      

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 
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February 2016 

MON TUE WED THU FRI SAT SUN 

1 2 3 4 5 6 7 

23rd 24th 25th Beginning of 

Spring 

27th 28th Chinese New 

Year's Eve 

① Doses administered: isoniazide  tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No 

(reason:    )      

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 

8 9 10 11 12 13 14 

Chinese New Year 2nd 3rd 4th 5th 6th 7th 

① Doses administered: isoniazide  tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No 

(reason:    )     

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 

15 16 17 18 19 20 21 

8th 9th 10th 11th Rain Water 13th 14th 

① Doses administered: isoniazide  tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No 

(reason:    )      

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 

22 23 24 25 26 27 28 

Lantern Festival 16th 17th 18th 19th 20th 21st 

① Doses administered: isoniazide  tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No 

(reason:    )      

③ Did the subject suffer any discomfort?   Yes (Fill out Table ② and specify)  No 

④ Was any other drug concomitantly administered?  Yes (Fill out Table ④ and specify)  No 

29       
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22nd       

① Doses administered: isoniazide  tablets; rifapentine tablets; ②Has the subject taken the drugs regularly?  Yes  No 

(reason:    ) 

③ Did the subject suffer any discomfort? Yes (Fill out Table ② and specify)  No ④Was any other drug concomitantly administered?  

Yes (Fill out Table ④ and specify)  No  Yes (Fill out Table ② and specify)  No 
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Adverse Event Record Form 1 
 

  Township    Administrative village   Natural village 

ID:       Name:   Contact information:     

Name of event: (see Completion 

Instructions) 

 

Time of occurrence  (time) MM DD YY 

End time Hour Minute MM DD, YYYY (Remarks:           ) 

Features of adverse event 

□ Paroxysmal: attacks () 

□ Transient 

□ Persistent 

Severity* □ Mild □ Moderate □ Severe 

Is it related with any drugs? 
□ Yes (if "Yes", please fill out Table ③: AE Report Form 2 □ 

No 

Action taken on the investigational 

drug 

□ Continued 

□ Resumed after discontinuation: (date resumed: MM DD, 

YYYY)  

□ Drug withdrawal 

Other measures taken 

□ None 

□ Concomitant medication (please fill out Table ④ : 

Concomitant Medication Form) 

□ Outpatient treatment 

□ Hospitalization 

Outcome 

□ Disappeared → Sequela  Yes □ No □ 

□ Improving 

□ Persisting 

□ Worsening 

□ Unknown 

□ Death 

 

 

Reporter's signature      Date of report   (mm/dd/yy) 
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Note: tick in corresponding boxes when filling out this Form; additional pages may be used depending 

on the number of adverse events (AEs) that occurred
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Adverse Reaction Record Form 2 
 

  Township  Administrative village     Natural village 

ID:       Name:     Contact information:       

Name of adverse reaction (complete by referring to the Completion Instructions): 

Basic information: 

Original disease □   Name of original disease:   Course of original disease:    years Severity of original 

disease: Mild □  Moderate □ Severe □    

History of alcohol consumption □ Duration of pregnancy □ History of liver disease □ History of kidney disease 

□    

Previous non-interventional ADR □ History of allergy □ (please specify) Other □ (please specify)   

Is it related to the 

interventional drug?  

□ Related 

□ Probably related 

□ Possibly related 

□ Possibly unrelated 

□ Unrelated 

□ Not determinable     

 

 

 

 

 

 

 

 

 

 

Is it related to the use of other concomitant drugs? (If the first 3 options are selected, fill 

out the Form below) 

□ Related 

□ Probably related 

□ Possibly related 

□ Possibly unrelated 

□ Unrelated 

□ Not determinable 

 

Basic Drug Information Form 

 S
u

sp
icio

u
s d

ru
g
 

Approval 

No. 

Trade name or generic 

name 

Manufacturer Manufacturin

g Batch No. 

    

    

    

 

Adverse reaction process description (including symptoms, signs, clinical examination, etc.) and treatment situation 

(attached page allowed): 

Treatment measures (treatment discontinuation or dose reduction, etc.):  

1. □Drug withdrawal  2. □ Dose reduction 3. □ Continued without adjustment 

4. □ Other (detailed description): 

 

 

1. Does the reaction remit or disappear after drug withdrawal or dose reduction? Yes □ No □ Unknown□ No drug 

withdrawal or no reduction □ 

Duration of drug withdrawal: MM  DD   YYYY to MM  DD   YYYY 

2. Dose change records after dose reduction: the dose of isoniazide is reduced from  tablets each time to  tablets each time

 The dose of rifapentine is reduced from  tablets each time to  tablets each time 

Duration of dose reduction: MM  DD    YYYY to MM  DD   YYYY 

3. Does the same reaction occur again when suspected drug is re-administrated? Yes □ No □ Unknown□ Not used 

again □ 

Results of adverse reaction 
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1. Recovered □ Improved □ Not improved □ Unknown □  

 Sequela □ Sequela manifestations:   

2. Death □ Direct cause of death:  Time of death: MM  DD    YYYY    

3. Influence on underlying disease: Not obvious □ Course of disease is extended □ The patient's condition is worsened 

□ Sequel is caused □ Death is caused □ 

Reporter's signature       Date of report (MM  DD    YYYY)
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Completion Instructions (printed on the back) 

1. Name of adverse event: 

For the name of the adverse reaction/event, fill in the most important manifestation of the adverse 

reaction. For example, manifestation of adverse reaction: the patient began to use X via intravenous 

drip qd from X (month) X (day), XXXX (year) and developed maculopapule with pruritus on the 

chest and abdomen two days later. The patient's maculopapule expanded as the medication 

continued. Pruritus and maculopapule can be filled in as the name of adverse reaction. To a 

clinician, the name of adverse reaction/event is equivalent to chief complaint in the medical record, 

describing the patient's major suffering or most apparent symptoms and signs. Please reference 

WHO Adverse Reaction Terminology (WHO-ART) on how to select the name of an adverse 

reaction/event. 

2. Time of occurrence of adverse event 

Fill in the exact time when an adverse reaction occurred. 

3. Severity classification: 

Mild: the reaction is mild and the symptom does not progress or improves, requiring no special 

treatment; 

Moderate: there are relatively apparent symptoms of an ADR, with impairment of important organ 

or system function, requiring treatment or drug withdrawal; 

Severe: reactions of anti-TB drugs resulting in any of the following impairments: it results in death; 

it is carcinogenic / teratogenic / a birth defect; it is life-threatening and results in a permanent or 

significant incapacity /disability, or permanent organ function impairment, or hospitalization or 

prolongation of existing hospitalization. 

4. Relationship with the intervention drug 

First, conduct an analysis of the AE from the following aspects: 

(1) Is there a reasonable time relationship between the drug use and the occurrence of AE; 

(2) Whether the AE is a known type of ADRs of the medicinal product; 

(3) Whether the AE remits or disappears following drug withdrawal or dose reduction; 

(4) Whether a similar adverse event (AE) occurs when the drug is resumed; 

(5) Whether the AE can be explained by use of concomitant drugs, progression of TB and /or other 

influencing factors. 

Then, based on the above analysis, perform the assessment on the correlation between the 

investigational drug and the AE as follows: 

1) Related: the occurrence of the ADR is in a reasonable temporal sequence with the use of the drug. 

The ADR stops, or quickly subsides or improves after drug withdrawal. Some ADRs may appear 

several days after drug withdrawal depending on the body's immunity. The ADR appears again after 

resumption of the drug and may worsen obviously, that is, positive in re-challenge test; meanwhile, 

the effects of other confounding factors like original disease have been ruled out as supported by 

literature. The AE falls into the type of known ADRs of this or this kind of drugs. 

2) Probably related: the occurrence of the AE is in a reliable temporal sequence with the use of the 

investigational drug; there is not a history of repeated drug use, and the others are the same as 
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"Related", or although there is use of concomitant drugs, the possibility of concomitant drugs 

causing the ADR can basically be ruled out. 

3) Possibly related: the occurrence of the ADR is in a close temporal sequence with the use of the 

investigational drug and meanwhile, this ADR can be caused by more than one drug as supported 

by literature, or the effect of original disease progression can not be ruled out. 

4) Possibly unrelated: the occurrence of the ADR is not in a close temporal sequence with the use of 

the investigational drug, manifestations of the ADR are not consistent with the known ADRs of this 

drug, and progression of the original disease may also present similar clinical symptoms. 

5) Unrelated: the patient hasn’t taken the investigational drug; or the temporal order of the occurrence 

of the adverse event and the administration of the investigational drug is not reasonable, or the 

adverse event may be caused by other apparent factors. 

6) Not determinable: there are too many missing items in the report forms and therefore it is hard to 

establish the causality; in addition, the materials can not be supplemented. 

5. Adverse reaction/event process description (including symptoms, signs, clinical examination, etc.) and 

treatment situation 

When filling in the start time and change process of an adverse reaction/event, use the specific time 

like "MM DD, YYYY" rather than "Day X after admission to the hospital", ―Day X after drug 

administration", etc. 

When filling out the process of an adverse reaction/event, give a brief description. The description 

of the manifestations of the adverse reaction/event will be as clear and specific as possible. For 

example, if the adverse reaction/event is allergic eruption, specify the type, nature, site and size of 

the rashes; if it is arrhythmia, specify the kind; if it is upper gastrointestinal bleeding, estimate the 

volume of blood vomited when it is complicated by vomiting of blood. Adverse reaction/event 

-related clinical test results will be described as clearly as possible. If a certain drug is suspected of 

causing thrombocytopenia, the patient's platelet count before use of the drug and changes after use 

of the drug will be described. If a certain drug is suspected of causing drug-induced hepatic 

impairment, the patient's ALT/AST levels before and after use of the drug will be provided and 

meanwhile, the results of hepatitis virology test and the dates of all tests/examinations will be 

specified. 

In addition, the patient's medical history relating to the occurrence of the adverse reaction/event 

will be filled in, such as: 

① Hypertension, diabetes, hepatic/renal dysfunction, etc. 

② History of allergy, history of pregnancy, history of smoking, history of alcohol consumption, 

history of drug abuse, etc. 

Treatment of adverse reaction: describe the treatment of the adverse reaction/event discovered, 

mainly the medical measures adopted for the adverse reaction/event, including measures adopted to 

analyze the causality and corresponding outcomes (e.g., a make-up skin test). 

6. Other concomitant drugs 

This column is mainly for the form completer to write down the drug that is believed to be 

responsible for the adverse reaction/event. If several drugs are believed to be responsible for the 

adverse reaction/event, write them down at the same. If there are more than four (included) 

suspicious drugs, an additional sheet may be used. If the reporter believes that the adverse 

reaction/event is possibly associated with use of both a drug and a medical device, the reporter 
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should fill out the "Special Case Report Form" (additional sheets may be used depending on 

specific condition), with the correlation clearly indicated in the two report forms. 

Trade name: Fill in the trade name of the medicinal product. Fill in "Unknown" if the drug does not 

have a trade name or its trade name is unknown. 

Generic name: fill in the generic name in full rather than in short like "amp". 

Manufacturer: the manufacturer's name must be filled out in full (including the province and city) 

rather than in short like "Shangwu" or "Baiyun". 

Batch number: fill in the batch number indicated on the package. 

Usage and dosage: describe how the patient used this drug. For example, 500 mg po four times 

daily, or 10 mg via intravenous drip every other day. If the drug is intravenously administered, 

specify "intravenous drip", "IV bolus" or "administration via drip cup". For a drug that will be 

administered slowly via intravenous injection as required, specify whether the drug was slowly 

injected or not. 

Duration of medication: the time from administration of the same dose of a drug to completion of 

the dose. If the dose is changed during the process of medication, the duration of this dose will be 

filled in and specified. When the duration of medication is greater than 1 year, fill it out in the 

format of XX (month) XX (day), YYYY (year) - XX (month) XX (day), YYYY (year); when the 

duration of medication is less than 1 year, fill it out in the format of XX (month) XX (day) -XX 

(month) XX (day). If a certain drug was used for less than one day, fill in how long it continued. 

For example, once or one hour of intravenous drip. 

Reason for drug use: the reason will be as specific as possible. For example, if a patient with 

hypertensive heart disease complicated by lung infection suffered an ADR due to injection of 

ampicillin, write down "Lung infection" in this column. 

7. Results of adverse reaction/event 

It refers to the outcome of an adverse reaction/event after corresponding medical measures have 

been adopted, rather than the outcome of the patient's original disease. For example, if a patient's 

adverse reaction/event had been cured but the patient died of his/her original disease or a 

complication unrelated to the adverse reaction/event later, fill out this column with "Cured". 

If the adverse reaction is obviously relieved after treatment but not cured at the time of filling the 

Report Form and can be cured after a period of time, fill in "Improving". 

When the adverse reaction is not cured after treatment and has sequela, the manifestations of the 

sequela will be described. 

When a patient died from an adverse reaction, fill in the direct cause of death and time of death. 

For effects on the original disease, fill out faithfully. 

For cases with the outcome of the adverse reaction as "sequela" or "death", a supplementary report 

(case data) will be provided. 

8. Underlying disease 

It refers to the diagnosis in the medical record; the name of diagnosis will be standard and full. In 

case of acute lymphocytic leukaemia, ALL should not be filled in. 

9. Reporter's signature 

The reporter's signature will be legible and easily recognizable.
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Concomitant Medication Record Form 
 

  Township  Administrative village  Natural village   ID:       Name:   Contact information:     

Drug name
(1)

 Category
(2)

 
Administration 

route
(3)

 

Daily dose 
Mode of 

administration 

Started on: 

(mm/dd/yy) 

Is the drug withdrawn? 
Reasons for 

medication
(4)

 
Indications

(5)
 

Dose Unit 

1=Sustained 

2 = 

Discontinued 

Yes; date of drug 

withdrawal 

(mm/dd/yy) 

No, continue 

taking the 

drug (mark a 

X) 

  

      / / / /    

      / / / /    

      / / / /    

      / / / /    

      / / / /    

      / / / /    

      / / / /    

      / / / /    

      / / / /    

      / / / /    

 
(1) Drug name: please fill in the drug name; if it is a fixed compound preparation, fill in the trade name. 2) Category: 1 = Nitrates, 2 = Calcium antagonists, 3 = 

Beta-receptor blockers, 4= Platelet aggregation inhibitors, 5= Statins, 6= Fibrates, 7= ACEI, 

8= AII antagonists, 9 = Diuretics, 10 = Vasodilators, 11= anticoagulants. If there is no corresponding category number, fill in the category of the drug directly. 

(3) Route of administration: 1 = P.O, 2 = IV bolus, 3= Intravenous drip, 4 = Intramuscular injection, 5= Inhalation, 6= Other. (4) Reason for medication: 1) On the 

patient's own 2) On physician's instructions:  

(5) Indications: 1 = Coronary heart disease, 2 = Hyperlipidemia, 3= Hypertension, 4= Diabetes, 5= Arrhythmia, 6= Heart failure, 7= Infection. If there is no 

corresponding indication number, fill in the indication directly.
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Early Termination Record Form 

 

I. ID No. of respondent:            ;         Name:    

 

II. Reasons for early termination: 

1. Reasons for withdrawal:   

①Death; 

②Away from home; 

③Refusal to participate; 

④Hospitalization due to illness (specify the illness);    ； 

⑤Diagnosis with TB; 

⑥Occurrence of serious adverse reaction; 

⑦Other (please specify)      

 

2. Reasons for removal:   

①Those failing to meet the inclusion criteria but mistakenly included; 

②Subjects who meet the inclusion criteria but have not taken the drugs after inclusion, or 

subjects who have no follow-up records at all; 

③Subjects who have used concomitant drugs beyond the specified range; 

⑦Other (please specify)      

 

III. Time of termination: MM  DD   YYYY   

 

Doctor’s signature:       

Date: MM  DD    YYYY   

 

Signature of field person-in-charge:    

 

Date: MM  DD    YYYY   
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Drug Administration Summation Form 
 
   Country (Township)  Administrative village  Natural village     Doctor:   

Ser

ial 

No. 

I

D 

Na

me 

Pho

ne 

Time(s) 

1 time 2 times 3 times 4 times 5 times 6 times 7 times 8 times 9 times 10 times 11 times 12 times 

Temper

ature  

Temper

ature  

Temper

ature  

Temper

ature  

Temper

ature  

Temper

ature  

Temper

ature  

Temper

ature  

Temper

ature  

Temper

ature  

Temper

ature  

Temper

ature  

1                

2                

3                

4                

5                

6                

7                

8                

....                

 

Emergency contact number: XXXXXX  XXXXXX 
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ID No.: B           

 

 

Attachment XXXI Drug Use Form for Interventional Study in 

Population with Latent Mycobacterium Tuberculosis Infection (Group 

B) 

Subject name initials (capital):   

Group: ( ) Intervention group A - isoniazide tablets /each time, 

rifapentine tablets /each time (12 times totally) 

(X) Intervention group B - isoniazide tablets /each time, 

rifapentine capsules /each time (16 times totally) 

( ) Control Group 

Outcome: ( ) Completion ( ) Withdrawal/Removal 

Physician-in-charge: 

Date of inclusion: MM  DD    YYYY  

End date: MM  DD    YYYY  

Field organization: The Sixth People’s Hospital of Zhengzhou / Zhongmou County Health 

and Epidemic Prevention Station 

Sponsor: Institute of Pathogen Biology, Chinese Academy of Medical Sciences
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Medication Calendar Card 
Township:  Administrative village: Natural village:  ID No.:   Name:    Sex:  Phone:   Doctor’s signature: 

: indicates the day is the day of medication 

November 2015 
MON TUE WED THU FRI SAT SUN 

23 24 25  26 27 28  29 

12th 13th 14th 15th 16th 17th 18th 

② Doses administered: isoniazide  tablets; rifapentine capsules 

③ Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )     

④ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

⑤ Was any other drug concomitantly administered? □ Yes (Fill 

out Table ④ and specify) □ No 

① Doses administered: isoniazide  tablets; rifapentine capsules 

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )      

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Was any other drug concomitantly administered? □ Yes (Fill 

out Table ④ and specify) □ No 
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December 2015 
MON TUE WED THU FRI SAT SUN 

November 30 1 2  3 4 5  6 

19th 20th 21st 22nd 23rd 24th 25th 

① Doses administered: isoniazide  tablets; rifapentine capsules 

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )      

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

① Doses administered: isoniazide  tablets; rifapentine capsules 

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )      

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Was any other drug concomitantly administered? □ Yes (Fill 

out Table ④ and specify) □ No 

7 8 9  10 11 12  13 

Great Snow 27th 28th 29th 11th month of lunar 

calendar (30 days) 

2nd 3rd 

① Doses administered: isoniazide  tablets; rifapentine capsules 

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )      

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Was any other drug concomitantly administered? □ Yes (Fill 

out Table ④ and specify) □ No 

① Doses administered: isoniazide  tablets; rifapentine capsules 

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )      

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Was any other drug concomitantly administered? □ Yes (Fill 

out Table ④ and specify) □ No 

14 15 16  17 18 19  20 

4th 5th 6th 7th 8th 9th 10th 

① Doses administered: isoniazide  tablets; rifapentine capsules 

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )      

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Was any other drug concomitantly administered? □ Yes (Fill 

① Doses administered: isoniazide  tablets; rifapentine capsules 

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )      

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Was any other drug concomitantly administered? □ Yes (Fill 
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out Table ④ and specify) □ No out Table ④ and specify) □ No 

21 22 23  24 25 26  27 

11th Winter Solstice 13th 14th Christmas 16th 17th 

① Doses administered: isoniazide  tablets; rifapentine capsules 

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )     

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Was any other drug concomitantly administered? □ Yes (Fill 

out Table ④ and specify) □ No 

① Doses administered: isoniazide  tablets; rifapentine capsules 

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )      

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Was any other drug concomitantly administered? □ Yes (Fill 

out Table ④ and specify) □ No 
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January 2016 
MON TUE WED THU FRI SAT SUN 

December 28 29 30  31 1 2  3 

18th 19th 20th 21st New Year's Day 23rd 24th 

① Doses administered: isoniazide  tablets; rifapentine capsules   

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )      

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Was any other drug concomitantly administered? □ Yes (Fill 

out Table ④ and specify) □ No 

① Doses administered: isoniazide  tablets; rifapentine capsules   

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )      

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Was any other drug concomitantly administered? □ Yes (Fill 

out Table ④ and specify) □ No 

4 5 6  7 8 9  10 

25th 26th 27th 28th 29th 30th 12th month of lunar 

calendar 

① Doses administered: isoniazide  tablets; rifapentine capsules   

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )      

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Was any other drug concomitantly administered? □ Yes (Fill 

out Table ④ and specify) □ No 

① Doses administered: isoniazide  tablets; rifapentine capsules   

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )      

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Was any other drug concomitantly administered? □ Yes (Fill 

out Table ④ and specify) □ No 

11 12 13  14 15 16  17 

2nd 3rd 4th 5th 6th 7th 8th 

① Doses administered: isoniazide  tablets; rifapentine capsules   

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )      

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Was any other drug concomitantly administered? □ Yes (Fill 

out Table ④ and specify) □ No 

① Doses administered: isoniazide tablets; rifapentine capsules   

② Has the subject taken the drugs regularly? □ Yes □ No 

(reason:    )      

③ Did the subject suffer any discomfort?  □ Yes (Fill out Table 

② and specify) □ No 

④ Was any other drug concomitantly administered? □ Yes (Fill 

out Table ④ and specify) □ No 
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18 19 20 21 22 23 24 
9th 10th Great Cold 12th 13th 14th 15th 

  

25 26 27 28 29 30 31 
16th 17th 18th 19th 20th 21st 22nd 
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Adverse Event Record Form 1 
 

  Township    Administrative village   Natural village 

ID:       Name:   Contact information:     

Name of event: (see Completion 

Instructions) 

 

Time of occurrence  (time) MM DD YY 

End time Hour Minute MM DD, YYYY (Remarks:           ) 

Features of adverse event 

□ Paroxysmal: attacks () 

□ Transient 

□ Persistent 

Severity* □ Mild □ Moderate □ Severe 

Is it related with any drugs? 
□ Yes (if "Yes", please fill out Table ③: AE Report Form 2 □ 

No 

Action taken on the investigational 

drug 

□ Continued 

□ Resumed after discontinuation: (date resumed: MM DD, 

YYYY)  

□ Drug withdrawal 

Other measures taken 

□ None 

□ Concomitant medication (please fill out Table ④ : 

Concomitant Medication Form) 

□ Outpatient treatment 

□ Hospitalization 

Outcome 

□  Disappeared → Sequela  Yes □ No □ 

□  Improving 

□  Persisting 

□  Worsening 

□  Unknown 

□  Death 

 

 

Reporter's signature      Date of report   (mm/dd/yy) 

 

 

 

Note: tick in corresponding boxes when filling out this Form; additional pages may be used depending 

on the number of adverse events (AEs) that occurred
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Adverse Reaction Record Form 2 
 

  Township  Administrative village     Natural village 

ID:       Name:     Contact information:       

Name of adverse reaction (complete by referring to the Completion Instructions): 

Basic information: 

Original disease □   Name of original disease:   Course of original disease:    years Severity of original 

disease: Mild □  Moderate □ Severe □    

History of alcohol consumption □ Duration of pregnancy □ History of liver disease □  

History of kidney disease □   Previous non-interventional ADR □ History of allergy □ (please specify) 

Other □ (please specify)   

Is it related to the 

interventional drug?  

□  Related 

□  Probably related 

□  Possibly related 

□  Possibly unrelated 

□  Unrelated 

□  Not determinable     

 

 

 

 

 

 

 

 

 

 

Is it related to the use of other concomitant drugs? (If the first 3 options are selected, fill 

out the Form below) 

□  Related 

□  Probably related 

□  Possibly related 

□  Possibly unrelated 

□  Unrelated 

□  Not determinable 

 

Basic Drug Information Form 

 S
u

sp
icio

u
s d

ru
g
 

Approval 

No. 

Trade name or generic 

name 

Manufacturer Manufacturin

g Batch No. 

    

    

    

 

Adverse reaction process description (including symptoms, signs, clinical examination, etc.) and treatment situation 

(attached page allowed): 

Treatment measures (treatment discontinuation or dose reduction, etc.):  

1. □ Drug withdrawal  2. □ Dose reduction 3. □ Continued without adjustment 

4. □ Other (detailed description): 

 

 

1. Does the reaction remit or disappear after drug withdrawal or dose reduction? Yes □ No □ Unknown□ No drug 

withdrawal or no reduction □ 

Duration of drug withdrawal: MM  DD   YYYY to MM  DD   YYYY 

2. Dose change records after dose reduction: the dose of isoniazide is reduced from  tablets each time to  tablets each time

 The dose of rifapentine is reduced from  tablets each time to  tablets each time 

Duration of dose reduction: MM  DD    YYYY to MM  DD   YYYY 

3. Does the same reaction occur again when suspected drug is re-administrated? Yes □ No □ Unknown□ Not used 

again □ 

Results of adverse reaction 

1. Recovered □ Improved □ Not improved □ Unknown □  
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 Sequela □ Sequela manifestations:   

2. Death □ Direct cause of death:  Time of death: MM  DD    YYYY    

3. Influence on underlying disease: Not obvious □ Course of disease is extended □ The patient's condition is worsened 

□ Sequel is caused □ Death is caused □ 

Reporter's signature       Date of report (MM  DD    YYYY)
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Completion Instructions (printed on the back) 

1. Name of adverse event: 

For the name of the adverse reaction/event, fill in the most important manifestation of the adverse 

reaction. For example, manifestation of adverse reaction: the patient began to use X via intravenous 

drip qd from X (month) X (day), XXXX (year) and developed maculopapule with pruritus on the 

chest and abdomen two days later. The patient's maculopapule expanded as the medication 

continued. Pruritus and maculopapule can be filled in as the name of adverse reaction. To a 

clinician, the name of adverse reaction/event is equivalent to chief complaint in the medical record, 

describing the patient's major suffering or most apparent symptoms and signs. Please reference 

WHO Adverse Reaction Terminology (WHO-ART) on how to select the name of an adverse 

reaction/event. 

2. Time of occurrence of adverse event 

Fill in the exact time when an adverse reaction occurred. 

3. Severity classification: 

Mild: the reaction is mild and the symptom does not progress or improves, requiring no special 

treatment; 

Moderate: there are relatively apparent symptoms of an ADR, with impairment of important organ 

or system function, requiring treatment or drug withdrawal; 

Severe: reactions of anti-TB drugs resulting in any of the following impairments: it results in death; 

it is carcinogenic / teratogenic / a birth defect; it is life-threatening and results in a permanent or 

significant incapacity /disability, or permanent organ function impairment, or hospitalization or 

prolongation of existing hospitalization. 

4. Relationship with the intervention drug 

First, conduct an analysis of the AE from the following aspects: 

(1) Is there a reasonable time relationship between the drug use and the occurrence of AE; 

(2) Whether the AE is a known type of ADRs of the medicinal product; 

(3) Whether the AE remits or disappears following drug withdrawal or dose reduction; 

(4) Whether a similar adverse event (AE) occurs when the drug is resumed; 

(5) Whether the AE can be explained by use of concomitant drugs, progression of TB and /or other 

influencing factors. 

Then, based on the above analysis, perform the assessment on the correlation between the 

investigational drug and the AE as follows: 

7) Related: the occurrence of the ADR is in a reasonable temporal sequence with the use of the drug. 

The ADR stops, or quickly subsides or improves after drug withdrawal. Some ADRs may appear 

several days after drug withdrawal depending on the body's immunity. The ADR appears again after 

resumption of the drug and may worsen obviously, that is, positive in re-challenge test; meanwhile, 

the effects of other confounding factors like original disease have been ruled out as supported by 

literature. The AE falls into the type of known ADRs of this or this kind of drugs. 

8) Probably related: the occurrence of the AE is in a reliable temporal sequence with the use of the 

investigational drug; there is not a history of repeated drug use, and the others are the same as 
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"Related", or although there is use of concomitant drugs, the possibility of concomitant drugs 

causing the ADR can basically be ruled out. 

9) Possibly related: the occurrence of the ADR is in a close temporal sequence with the use of the 

investigational drug and meanwhile, this ADR can be caused by more than one drug as supported 

by literature, or the effect of original disease progression can not be ruled out. 

10) Possibly unrelated: the occurrence of the ADR is not in a close temporal sequence with the use of 

the investigational drug, manifestations of the ADR are not consistent with the known ADRs of this 

drug, and progression of the original disease may also present similar clinical symptoms. 

11) Unrelated: the patient hasn’t taken the investigational drug; or the temporal order of the occurrence 

of the adverse event and the administration of the investigational drug is not reasonable, or the 

adverse event may be caused by other apparent factors. 

12) Not determinable: there are too many missing items in the report forms and therefore it is hard to 

establish the causality; in addition, the materials can not be supplemented. 

5. Adverse reaction/event process description (including symptoms, signs, clinical examination, etc.) and 

treatment situation 

When filling in the start time and change process of an adverse reaction/event, use the specific time 

like "MM DD, YYYY" rather than "Day X after admission to the hospital", ―Day X after drug 

administration", etc. 

When filling out the process of an adverse reaction/event, give a brief description. The description 

of the manifestations of the adverse reaction/event should be as clear and specific as possible. For 

example, if the adverse reaction/event is allergic eruption, specify the type, nature, site and size of 

the rashes; if it is arrhythmia, specify the kind; if it is upper gastrointestinal bleeding, estimate the 

volume of blood vomited when it is complicated by vomiting of blood. Adverse reaction/event 

-related clinical test results should be described as clearly as possible. If a certain drug is suspected 

of causing thrombocytopenia, the patient's platelet count before use of the drug and changes after 

use of the drug should be described. If a certain drug is suspected of causing drug-induced hepatic 

impairment, the patient's ALT/AST levels before and after use of the drug should be provided and 

meanwhile, the results of hepatitis virology test and the dates of all tests/examinations should be 

specified. 

In addition, the patient's medical history relating to the occurrence of the adverse reaction/event 

should be filled in, such as: 

① Hypertension, diabetes, hepatic/renal dysfunction, etc. 

② History of allergy, history of pregnancy, history of smoking, history of alcohol consumption, 

history of drug abuse, etc. 

Treatment of adverse reaction: describe the treatment of the adverse reaction/event discovered, 

mainly the medical measures adopted for the adverse reaction/event, including measures adopted to 

analyze the causality and corresponding outcomes (e.g., a make-up skin test). 

6. Other concomitant drugs 

This column is mainly for the form completer to write down the drug that is believed to be 

responsible for the adverse reaction/event. If several drugs are believed to be responsible for the 

adverse reaction/event, write them down at the same. If there are more than four (included) 

suspicious drugs, an additional sheet may be used. If the reporter believes that the adverse 

reaction/event is possibly associated with use of both a drug and a medical device, the reporter 
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should fill out the "Special Case Report Form" (additional sheets may be used depending on 

specific condition), with the correlation clearly indicated in the two report forms. 

Trade name: Fill in the trade name of the medicinal product. Fill in "Unknown" if the drug does not 

have a trade name or its trade name is unknown. 

Generic name: fill in the generic name in full rather than in short like "amp". 

Manufacturer: the manufacturer's name must be filled out in full (including the province and city) 

rather than in short like "Shangwu" or "Baiyun". 

Batch number: fill in the batch number indicated on the package. 

Usage and dosage: describe how the patient used this drug. For example, 500 mg po four times 

daily, or 10 mg via intravenous drip every other day. If the drug is intravenously administered, 

specify "intravenous drip", "IV bolus" or "administration via drip cup". For a drug that should be 

administered slowly via intravenous injection as required, specify whether the drug was slowly 

injected or not. 

Duration of medication: the time from administration of the same dose of a drug to completion of 

the dose. If the dose is changed during the process of medication, the duration of this dose should 

be filled in and specified. When the duration of medication is greater than 1 year, fill it out in the 

format of XX (month) XX (day), YYYY (year) - XX (month) XX (day), YYYY (year); when the 

duration of medication is less than 1 year, fill it out in the format of XX (month) XX (day) -XX 

(month) XX (day). If a certain drug was used for less than one day, fill in how long it continued. 

For example, once or one hour of intravenous drip. 

Reason for drug use: the reason should be as specific as possible. For example, if a patient with 

hypertensive heart disease complicated by lung infection suffered an ADR due to injection of 

ampicillin, write down "Lung infection" in this column. 

7. Results of adverse reaction/event 

It refers to the outcome of an adverse reaction/event after corresponding medical measures have 

been adopted, rather than the outcome of the patient's original disease. For example, if a patient's 

adverse reaction/event had been cured but the patient died of his/her original disease or a 

complication unrelated to the adverse reaction/event later, fill out this column with "Cured". 

If the adverse reaction is obviously relieved after treatment but not cured at the time of filling the 

Report Form and can be cured after a period of time, fill in "Improving". 

When the adverse reaction is not cured after treatment and has sequela, the manifestations of the 

sequela will be described. 

When a patient died from an adverse reaction, fill in the direct cause of death and time of death. 

For effects on the original disease, fill out faithfully. 

For cases with the outcome of the adverse reaction as "sequela" or "death", a supplementary report 

(case data) should be provided. 

8. Underlying disease 

It refers to the diagnosis in the medical record; the name of diagnosis should be standard and full. 

In case of acute lymphocytic leukaemia, ALL should not be filled in. 

9. Reporter's signature 

The reporter's signature should be legible and easily recognizable.
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Concomitant Medication Record Form 
 

  Township  Administrative village  Natural village   ID:       Name:   Contact information:     

Drug name
(1)

 Category
(2)

 
Administration 

route
(3)

 

Daily dose 
Mode of 

administration 

Started on: 

(mm/dd/yy) 

Is the drug withdrawn? 
Reasons for 

medication
(4)

 
Indications

(5)
 

Dose Unit 

1=Sustained 

2 = 

Discontinued 

Yes; date of drug 

withdrawal 

(mm/dd/yy) 

No, continue 

taking the 

drug (mark a 

X) 

  

      / / / /    

      / / / /    

      / / / /    

      / / / /    

      / / / /    

      / / / /    

      / / / /    

      / / / /    

      / / / /    

      / / / /    

 
(1) Drug name: please fill in the drug name; if it is a fixed compound preparation, fill in the trade name. 2) Category: 1 = Nitrates, 2 = Calcium antagonists, 3 = 

Beta-receptor blockers, 4= Platelet aggregation inhibitors, 5= Statins, 6= Fibrates, 7= ACEI, 

8= AII antagonists, 9 = Diuretics, 10 = Vasodilators, 11= anticoagulants. If there is no corresponding category number, fill in the category of the drug directly. 

(3) Route of administration: 1 = P.O, 2 = IV bolus, 3= Intravenous drip, 4 = Intramuscular injection, 5= Inhalation, 6= Other. (4) Reason for medication: 1) On the 

patient's own 2) On physician's instructions:  

(5) Indications: 1 = Coronary heart disease, 2 = Hyperlipidemia, 3= Hypertension, 4= Diabetes, 5= Arrhythmia, 6= Heart failure, 7= Infection. If there is no 

corresponding indication number, fill in the indication directly.
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Early Termination Record Form 

 

I. ID No. of respondent:            ;         Name:    

 

II. Reasons for early termination: 

1. Reasons for withdrawal:   

①Death; 

②Away from home; 

③Refusal to participate; 

④Hospitalization due to illness (specify the illness);    ； 

⑤Diagnosis with TB; 

⑥Occurrence of serious adverse reaction; 

⑦Other (please specify)      

 

2. Reasons for removal:   

①Those failing to meet the inclusion criteria but mistakenly included; 

②Subjects who meet the inclusion criteria but have not taken the drugs after inclusion, or subjects who have no follow-up records at all; 

③Subjects who have used concomitant drugs beyond the specified range; 
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⑦Other (please specify)      

 

III. Time of termination: MM  DD   YYYY   

 

Doctor’s signature:       

Date: MM  DD    YYYY   

 

Signature of field person-in-charge:    

 

Date: MM  DD    YYYY   
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Drug Administration Summation Form 

Country (Township) Administrative village Natural village Doctor: 

Serial 

No. 
ID Name Phone 

Times / Ambient temperature of drug storage on the day of dosing 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 

 ℃  ℃  ℃  ℃  ℃  ℃  ℃  ℃  ℃  ℃  ℃  ℃  ℃  ℃  ℃  ℃ 

1                    

2                    

3                    

4                    

5                    

6                    

7                    

8                    

9                    

10                    

Emergency contact number: XXXXXX  XXXXXX 

 


