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Title:
Effects of individualized antihypertensive information on the medication use in
hypertensive patients: An exploratory randomized controlled trial.

Introduction:
In recent years, cardiovascular diseases (CVDs) have become one of the major causes
of disease burden in China, accounting for approximately 40% of all deaths.(1, 2)
Hypertension is an important modifiable risk factor of CVDs. In a systematic review,
antihypertensive therapy has been proven to decrease the risk of stroke and coronary
heart disease by 46% and 21%, respectively.(3) The continuous, gradual and smooth
increase of absolute CVD risk with blood pressure, makes determining the threshold
for initiating antihypertensive therapy a complicated issue. Evidence, people’s value
and preferences, and resources currently available, are the three major factors taken
into account.(4, 5) Given the individualized feature of the other two influencing
factors,(6-8) it would be difficult to have a consistent cutoff of CVD risk probability
for initiating antihypertensive therapy for every hypertensive patient. Thus, the
decision to initiate antihypertensive therapy ought to be based on two-way
communication between physicians and patients.(5, 9)
To facilitate shared decision making, patients need to be prepared with knowledge
specific to their own disease situations, for instance, absolute risk of CVDs, and
benefits and harms of antihypertensive therapy.(10-14) In studies evaluating the
efficacy of information communication for patients at risk of CVDs carried out in
western countries, patients experienced decreased decisional conflicts,(11-14) had
improved knowledge on their disease conditions,(12, 13) and participated more in
their decision-making,(10) after obtaining individualized risk information. Moreover,
patients were more willing and more compliant to reduce their CVDs risk,(10, 15)
compared to their counterparts. Communication on patients’ risk information has
already been recommended by guidelines in the UK.(4)
However, it remains far less than routine in China, neither recommended by the
guideline,(16) nor practiced by physicians.(17) Physician-centered communication
and decision making based on their obsolete knowledge still predominates in
prescription of antihypertensive therapy and individualized medical information
remains far out of patients’ reach. (17, 18)
Given the different cultural and social background in China and other foreign
countries, it is difficult to predict the benefits of the information communication in the
Chinese population. Whether the individualized antihypertensive information will
influence patients’ medication use in China remains unknown, as is how such
information will change patients’ medicine-taking behaviors. These are key questions
to be answered for potential guideline modifications in the near future. We are going
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to explore the influence of individualized antihypertensive information on patients’
medication use in an exploratory randomized controlled trial.

Aims:
As a primary objective, this study aims to explore the effects of individualized
antihypertensive information on medication use (treatment rate and rate of good
adherence) in hypertensive patients in China. As a secondary objective, this study
aims to assess the roles of this information in the life style and the willingness to take
medicines among the hypertensive patients.

Hypothesis:
Our null hypothesis is that the individualized antihypertensive information will have
no effects on the rate of treatment or the rate of good adherence in hypertensive
patients in China. The alternative hypothesis is that this information will increase both
rates.

Methods:
1. Design overview:
A two-site, randomized controlled trial is going to be conducted to compare the
individualized antihypertensive information on the basis of life style suggestions and
usual care with life style suggestions and usual care solely in hypertensive patients.
Eligible patients will be randomly allocated to two paralleled study groups with a
ratio of 1:1. Patients will know their groupings, but they will be blind to the
hypothesis of this study. Doctors will be blind to patients’ grouping status.

2. Settings and patients:
Sequential clinic patients who are eligible and agree to participate will be enrolled
in two primary care centers in Longgang District, Shenzhen, Guangdong Province.
Inclusion criteria of the study subjects are as follows:
(1) Patients with primary hypertension;
(2) Age range: 35-65 years old;
(3) BP lower than 160/100mmHg at diagnosis, or systolic blood pressure lower than
145mmHg for patients already on antihypertensive medications measured in clinic
at recruitment;
(4) Patients have at least graduated from primary school;
(5) No deafness, blindness, or dementia, have no difficulty in understanding the
antihypertensive information and information in the questionnaire;
(6) Residents in Shenzhen, patients have no plan to move to other cities or countries
in the following 6 months;
(7) Informed consents have been signed.
Patients with any one of the following conditions will be excluded from this study:
(1) Patients with hypertensive emergencies and urgencies, which are judged by
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physicians in the primary care centers;
(2) Patients with drug-induced hypertension, drugs include sympathomimetic agents,
non-steroidal anti-inflammatory drugs (NSAIDs) and cycloxoygenase 2 (COX-2)
inhibitors, corticosteroids, central nervous system (CNS) stimulants, estrogens and
progesterone, dietary supplements, serotonin-norepinephrine reuptake inhibitors
(SNRIs), immunosuppressants; (19)
(3) Patients with histories of coronary heart diseases, cerebrovascular diseases,
chronic heart failure, chronic renal diseases, or diabetes mellitus, etc.
(4) Patients’ risk of cardiovascular diseases over 20% in the future ten years;
(5) Patients who did not get total cholesterol (TC) measured within 2 years before the
study, or those whose TC values cannot be found in the medical record;
(6) Women in pregnancy or lactation;
(7) Patients possibly with low compliance to follow-up.

3. Intervention:
Patients in the experimental group will receive individualized antihypertensive
information, life style education and care as usual. Patients in the control group only
get life style education and usual medical care. The individualized information
includes the following contents and an example of intervention with a baseline risk of
20% assumed is attached at the end of this protocol.
(1) Estimated baseline risk of cardiovascular diseases in the future ten years,
estimated by Fuwai equation;
𝑷𝒎𝒆𝒏 = 𝟏 − 𝟎. 𝟗𝟖𝟑𝟓𝒆𝒙𝒑{𝟎.𝟑𝟐𝟕𝟕(𝒂𝒈𝒆𝒊−𝟒𝟔)/𝟓+𝟎.𝟔𝟕𝟏𝟏(𝑺𝑩𝑷𝒊−𝟏𝟐𝟎)/𝟐𝟎+𝟎.𝟏𝟑𝟔𝟕(𝑻𝑪𝒊−𝟒.𝟔)+𝟎.𝟏𝟑𝟔𝟎(𝑩𝑴𝑰𝒊 −𝟐𝟐)/𝟑+𝟎.𝟔𝟖𝟗𝟒(𝑺𝒎𝒐𝒌𝒆𝒊 −𝟎.𝟕𝟑)+𝟎.𝟏𝟏𝟗𝟓(𝑫𝒊𝒂𝒃𝒆𝒕𝒆𝒔𝒊−𝟎.𝟎𝟐)}
𝑷𝒘𝒐𝒎𝒆𝒏 = 𝟏 − 𝟎. 𝟗𝟗𝟒𝟖𝒆𝒙𝒑{𝟎.𝟒𝟔𝟒𝟏(𝒂𝒈𝒆𝒊−𝟒𝟓)/𝟓+𝟎.𝟔𝟎𝟗𝟎(𝑺𝑩𝑷𝒊−𝟏𝟏𝟗)/𝟐𝟎+𝟎.𝟏𝟒𝟕𝟗(𝑻𝑪𝒊−𝟒.𝟔)+𝟎.𝟏𝟓𝟗𝟑(𝑩𝑴𝑰𝒊−𝟐𝟐)/𝟑+𝟎.𝟒𝟒𝟓𝟕(𝑺𝒎𝒐𝒌𝒆𝒊 −𝟎.𝟏𝟕)+𝟎.𝟗𝟗𝟒𝟔(𝑫𝒊𝒂𝒃𝒆𝒕𝒆𝒔𝒊−𝟎.𝟎𝟐)}

In patients already on antihypertensive or lipid-lowering medications, treatment
effects are adjusted by the following equations:
a. Antihypertensive medications (20):
BP prior treatment = BP measured + 15mmHg;
b. Lipid-lowering medications (4):
TC prior treatment
= 1.283*TC after treatment – 1.123 + 0.384*Ln(dose of simvastatin)
= 1.419*TC after treatment – 2.205 + 0.475*Ln(dose of atrovastatin)
The values of TC measured after the lipid-lowering therapy are going to be
obtained from patients’ medical record, which were measured within 2 years before
the study initiates. Reduction of 26% (3) in baseline risk probabilities by
lipid-lowering medications is also taken into consideration in the corresponding
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patients.
Since the CVD events estimated by Fuwai equation are mainly the ischemic ones,
the estimated probabilities are adjusted based on the ratio of incidences of coronary
heart diseases and cerebrovascular diseases (21), as well as that of incidences of
ischemic and hemorrhagic cerebrovascular diseases (22) in the Chinese population.
(2) Estimated absolute risk reduction by antihypertensive drug therapy, calculated as
follow:
Absolute risk reduction (ARR) = Baseline risk × Relative risk reduction (RRR)
RRR: from a systematic review published within 5 years before this study (3);
(3) Medicinal side effects and the estimated probabilities;
(4) Estimated monetary costs of antihypertensive medicines each year;
(5) Qualitative description of opportunistic costs of not initiating pharmaceutical
therapy.

4. Outcomes of interest:
* Primary outcomes:
(1) Rate of treatment:
𝑻𝒓𝒆𝒂𝒕𝒎𝒆𝒏𝒕 𝒓𝒂𝒕𝒆 =

𝑷𝒂𝒕𝒊𝒆𝒏𝒕𝒔 𝒄𝒖𝒓𝒓𝒆𝒏𝒕𝒍𝒚 𝒐𝒏 𝒂𝒏𝒕𝒊𝒉𝒚𝒑𝒆𝒓𝒕𝒆𝒏𝒔𝒊𝒗𝒆 𝒎𝒆𝒅𝒊𝒄𝒂𝒕𝒊𝒐𝒏
× 𝟏𝟎𝟎%
𝑻𝒐𝒕𝒂𝒍 𝒏𝒖𝒎𝒃𝒆𝒓 𝒐𝒇 𝒑𝒂𝒕𝒊𝒆𝒏𝒕𝒔

Patients currently on antihypertensive medication are defined as those who took
antihypertensive medicines in the past two weeks.
(2) Rate of good adherence:
𝑹𝒂𝒕𝒆 𝒐𝒇 𝒈𝒐𝒐𝒅 𝒂𝒅𝒉𝒆𝒓𝒆𝒏𝒄𝒆 =

𝑷𝒂𝒕𝒊𝒆𝒏𝒕𝒔 𝒘𝒊𝒕𝒉 𝒈𝒐𝒐𝒅 𝒂𝒅𝒉𝒆𝒓𝒆𝒏𝒄𝒆
× 𝟏𝟎𝟎%
𝑻𝒐𝒕𝒂𝒍 𝒏𝒖𝒎𝒃𝒆𝒓 𝒐𝒇 𝒑𝒂𝒕𝒊𝒆𝒏𝒕𝒔

Patients with good adherence are defined as those with percentage of tablets taken
as prescribed over 80% in the past week.
* Secondary outcomes:
(1) Changes of willingness to take antihypertensive medicines, obtained at the end of
the intervention;
(2) Life style information by self-report, in the past two weeks before the time points
of follow-up:
a. Amount of cigarette smoked per week;
b. Amount of alcohol consumed per week;
c. Amount of physical exercises per week in considering of duration and intensity;
d. Change of amount of salt intake;
e. Change of amount of fat intake.

5. Implementation of the study:
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* Baseline survey and measurement:
Research assistance will conduct the baseline survey, and extract the values of total
cholesterol and prescription information from the medical records. Nurses or doctors
will participate to measure the blood pressure, height, and body weight.
(1) Demographic characteristics: gender, age, occupation, education level, medical
insurance status;
(2) Life style information: smoking, alcohol drink, salt and fat intake, and physical
exercises;
(3) Data used in risk estimation in Fuwai equation: (23)
Systolic blood pressure (SBP): SBPs will be measured at the visit of recruitment.
Patients will be asked to rest in sitting position for at least five minutes and avoid
drinking coffee, tea, or smoking within thirty minutes before blood pressure taken.
Three consecutive blood pressures will be taken with calibrated mercury
sphygmomanometer. Record the average SBPs. (23) Doctors or nurses who have been
trained to follow the aforementioned standards will take SBPs.
Total cholesterol (TC):
Use the recorded values of TC within in 2 years before the study initiates, taken
from medical records.
Smoking status: It is classified as current and non-current smokers. Current
smokers are defined as smoking at least one cigarette per day for at least the past 12
months. The definition and classification are consistent with those in the Fuwai
Equation. (24-26)
Body mass index (BMI): Weight and height will be measured by the nurses with
patients wearing light indoor clothes and no shoes. BMI is calculated as follow:
BMI (kg/m2) = weight (kg)/ (height (m)) 2

(4) Medication use and prescription information:
Medication use: Record whether patients are currently taking antihypertensive
medicines or not. (27) For those on treatment, take detailed information, including
doses taken for each time, times of medicine taking per day, days per week in the past
week.
Prescription information: Record names of all the prescribed antihypertensive drugs,
doses and frequency of medicine taking, as well as doses of lipid-lowering drugs from
patients’ medical records.
(5) Knowledge and attitudes on hypertension:
a. The risk probability of CVD in the future 10 years estimated by the patient,
whether the patient perceives it as high or low, acceptable risk probability of
CVDs in the future 10 years;
b. Benefits of antihypertensive drugs in reducing the CVD risk probability
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estimated by the patient, whether the patient perceives it as prominent enough
or not;
c. The perceived severity of CVDs by the patient;
d. Perceived barriers of taking antihypertensive drugs (adverse effects, costs);
e. Reasons for taking or not taking antihypertensive drugs.
(6) Contact information: home address, at least two telephone numbers to ensure the
connection with each patient.
* Randomization and allocation:
Random numbers (100 evens and 100 odd numbers) are generated by the software
of Stata 10.0. Each random number will be enclosed in an opaque and sealed envelope,
and kept in a locked drawer. A specific nurse is centrally in charge of patient
allocation in both center and she does not participate in any other parts of the study.
Patients will be allocated based on the number they get- evens for the intervention
group, and odds for the control group.
* Giving intervention:
Formulas for estimating CVD risk in the future 10 years, ARR by antihypertensive
treatments have been edited in the software of excel 2007. The corresponding risk
probabilities can be simply obtained by imputing the values of the risk factors, such as
age, gender, systolic blood pressure, total cholesterol, and BMI. Health educators will
fill the information sheet, based on the calculated values, and then give the
intervention by reading the individualized information on the sheet. The intervention
will be given for twice by face-to-face and by telephone, respectively, with a gap of
one week.
Health educators will be well trained before the study on (i) the explicit meaning of
CVD risk and ARR by antihypertensive treatment, (ii) how to use the excel risk
estimation tool, (iii) correctly filling the information sheet (see a sample in the
attachment) and expressing the individualized information in an identical way as in
the information sheet. They have to pass an exam of practice which includes all the
aforementioned contents after the training. During the study, the intervention process
and effects will be monitored in patients of the intervention group.
* Blinding:
(i) Patients will be blind to the hypothesis of the study, but not to their grouping
status. In the informed section, they are only going to be told about the purpose of the
study, but the expected direction of behavior changes will be held from the patients.
(ii) Doctors will be blind to patients’ grouping status.
(iii) Health educators, interviewers and researchers in charge of data analyses will
be aware about patients’ grouping status.
* Follow-up:
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Interviewers will be in charge of patients’ follow-up. Telephone interview will be
conducted at two weeks, three months, and six months after the intervention. Patients
in the control group will receive the individualized antihypertensive information in
the last time follow-up. Contents of the survey include:
(1) Medication use of antihypertensive treatments;
(2) Life style changes;
(3) Knowledge and attitudes to antihypertensive treatments;
(4) Any possible contamination during the study, doctors’ attitudes and the effects
on patients decisions or behaviors.
6. Statistical analyses:
* Sample size calculation:
2
2(𝑢𝛼 + 𝑢𝛽 ) 𝑃̅ (1 − 𝑃̅)
𝑛=
(𝑃1 − 𝑃2 )2
Inequality test for two proportions is applied in the calculation.
Sample sizes in two groups are assumed to be equal.
α = 0.05 (For preplanned subgroup analysis: on/ not on antihypertensive drug
therapy);
Power: 1 − β = 0.80

Rate difference between groups: ∆𝑃 = 0.20
Pharmacological treatment rate in control: 𝑃1 = 0.75

𝑛1 = 𝑛2 = 90
A total of 100 patients are going to be recruited in each group, when the rate of
loss to follow up is assumed to be 10%.
This predefined sample size in each group is able to detect the difference of 0.20
in rate of good adherence between groups, with the significant level of 0.05, power of
0.80 and the baseline rate of 0.40.
* Outcomes analyses:
The two groups will be compared at baseline on demographic features, life style
characteristics, knowledge and attitudes to antihypertensive drug therapy, as well as
medical use, by t-test for continuous variables and chi-square test for binary variables.
Regression model for longitudinal data will be applied to examine the effects of
intervention on the changes of primary and secondary variables from baseline during
follow-up. The software of SPSS 16.0 (SPSS, Inc., Chicago, IL) will be used for
baseline comparisons and mixed effects linear model, and Stata 10 for mixed effects
logistic model.
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Appendix: Information for intervention

A._ 20

(Baseline CVD risk is assumed to be 20% in this example.)

冠心病。

人在以后 10 年中会得中风或冠心病，其余的 B._80 _ 人不会得中风及

得病可能性的大小是相对的，同样一个 A. 20 %的可能性，有的人会觉得很
得了高血压，要不要吃药？应该考虑这几个方面：不吃药的后果，吃药的好处、
坏处和花费，家里的经济条件，以及治疗是否必要和划算。

高，有的人会觉得还可以接受。您可以结合得中风或冠心病的后果想一想，您觉得
您在以后的 10 年中，得病的可能性是高还是低。

我先跟您聊聊不吃药会有什么后果。不吃药，血压一直比较高，病人得中风、
冠心病、心力衰竭、肾功能衰竭等的可能性会增加。
您以前有没有听说过中风或者冠心病？有没有见过这样的病人？如果见过，他

如果吃了降压药，得病的可能性可以降低到多少呢？我们利用国际上的专家他
们的研究结果，给您计算了一下。跟您情况类似的这 100 名患者如果都吃药，原本

们都是什么样的？（如果不清楚，需解释：得了中风，病人可能会出现瘫痪--胳膊

会得中风或冠心病的那 A. 20 个人中，约有 C. 5

和/或腿不能活动、不能讲话或讲话口齿不清、看不见东西、嘴歪、眼斜等表现。

人还是会得病；其余的 B. 80 个人，不管吃不吃药，都不会得病。也就是说，

得了冠心病，病人的心脏功能可能会明显下降，连爬一层楼、走几十米，甚至起床、

有 C. _5 _ 个人因为治疗而避免了中风或冠心病的发生，其余的 E._95_ 个人，得

穿衣、上厕所都会觉得费力。
）

不得病，跟吃不吃药，没什么关系，就是说，吃了药，本来要得病的人还是会得病，

除了残疾、生活不能自理外，更严重的，病人可能死亡。另外，得了病以后，
无论是治疗，还是请人照顾病人，都要花掉很多钱，病人和家人的生活质量也都会
明显下降。
不吃降压药，万一得了中风或者冠心病，后果是不是很严重的？（如果觉得不
严重，需解释：您可以想想其他疾病，比如说普通的感冒，就算不去管它，一到两

个人就不得病了， D. 15

本来不得病的人也还是不得病。
吃药好处的大小也是相对的，把得病的可能性从 A. 20 %降低到 D.

15

%，

有些人会觉得收益非常大，有些人却觉得好处一般般，这是没有绝对的错对之分的。
您可以想一想，对您来说，吃药的好处大不大？是不是把您得病的可能性降低到了
您可以接受的范围？

周也就好了；再比如脚气，不治肯定不会死人。跟这些病比起来，得了中风或者冠
心病是不是很可怕的？）
也不是说后果很严重就一定要采取行动去预防，还要考虑可能性的大小。就像

（对于基线风险和吃药的好处，如果患者难以理解，可尝试用后面的图进行解
释。
）

出门有被车撞的可能，坐飞机有遇到飞机失事的可能，但是似乎很少有人因此就不
出门、不坐飞机了。因为出门被车撞，坐飞机出事儿的可能性都很小很小，就因为
这个不出门、不坐飞机，完全没有必要。

需要提醒您注意，目前我们只能知道您在以后 10 年中得中风或冠心病的可能
性的大小，但是没有人能绝对准确地知道您在未来一定得或不得这些疾病，也就是
说，您可能是那 B. 80 个人中的一个，也可能是 A.

所以除了要知道不吃药的后果，还要知道可能性的大小。我们利用我国最可靠

20

个人中的一个。也没

法知道您是否一定会因为吃药就不得这些病了，也就是说，您可能是那 C.

5 个

人中的一个，也可能不是。
的方法，对您得病的可能性进行了估算。跟您情况类似的 100 名患者中，大概有
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说完吃药的好处，再跟您说说吃药的坏处。降压药物长期吃，一部分病人会出

目前您的大致情况就是这样。对于您的这种情况，不同的人可能会做出不同决

现不良反应，但一般来说都不会很严重。较为常见的有疲劳、入睡困难、头痛、下

定，因为 A.

肢浮肿、咳嗽、心功能抑制、低血压、阳痿等。在 100 个服药者中，大约有 15 人

10 年花两三万块钱，把中风或冠心病的可能性降低 C. 5 %，有人会很愿意，但

会出现这些副作用。副作用出现后，停药或者换其他降压药物，副作用就会消失。

有人会觉得很不值；也可能有人虽然想吃药，但是因为考虑到家里目前有比这个更

所以对于副作用，大可不必太过担心。

紧迫的事情要用钱，暂时还是先不吃药。

20

%得病的可能性，在有人看来很高，但也有人觉得还可以接受；

病人的情况、想法千差万别，这就好比做衣服，不同的顾客有不同的身材、尺
费用方面，您有没有算过，您每年吃降压药要花多少钱？（如患者目前没有在
吃药：我国高血压患者每年降压药物的花费大约在 2000 元左右。）您可以想一想，

寸。裁缝当然是要给顾客量体裁衣，吃药的问题上也是一样，要根据病人的具体情
况，具体分析，再做吃不吃药的决定。

这样的花费，大概会占到您家庭收入的百分之多少，会不会和家里其他的重要支出

要在吃不吃降压药的问题上“量体裁衣”，需要病人来做决定,或者至少是病

有冲突。再跟吃药带来的好处比一比，想一想钱花得值不值得。当然对于这个问题，

人参与到做决定的过程中，因为只有病人自己才最了解自己的情况和需要。就像买

也是不同人会有不同的看法。

房、买车，卖房、卖车的人只是为顾客提供足够的信息，是不是要买、买哪一个，
最终还是要由顾客权衡之后来做决定。

除了吃药，健康的生活习惯，也可以帮助降低您在以后得中风和冠心病的可能

目前我们已经跟您讲了，您在以后 10 年中得这些病的可能性是 A. 20 %，

性。

不吃药得了中风或冠心病后果您也觉得很严重，吃药能把 A. 20 %的可能性降低

1) 饮食方面：多吃蔬菜和水果，少吃油腻，不要吃得太咸。

到 D. 15 %，降压药长期吃，会有一些比较轻的副作用。吃降压药大概就是这样

2) 经常锻炼身体，尽量保证每周运动 3-5 次，每次持续 20-60 分钟。

的情况，需要您一年大概出 2000 元，您可以根据自己家里的经济情况，权衡一下

3) 不抽烟、少喝酒：不提倡喝酒，如喝酒，男性每天喝葡萄酒不超过一杯（150ml）
，

吃药是否必要和划算，看一看是不是要吃药。

或啤酒不超过一听半（500ml）
，或白酒不超过 1 两。女性减半。不喝高度烈性
酒。

需要提醒您注意，您在未来发生高血压相关疾病的风险可能会发生变化，一般
2

4) 适当减肥：体质指数控制在 20-24，体质指数=体重(公斤)/身高(米) 。

会随年龄增加而增加。如果您现在不接受降压治疗，建议您监测血压，并每隔 3-5

可以说，心血管病基本上都是由吃得不健康、运动太少、抽烟、喝太多酒、肥
胖等引起的，不管您最终是不是打算吃药，我们都希望您能按照上面的建议改变您

年到医院进行一次全面的检查和评估。另外，在监测血压的过程中，如果您的血压
一直都比较高，或者波动比较大，建议您要去找医生看一下。

的生活方式。
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S3 Table. Sensitivity analyses: effects of individualized, evidence-based counseling on use of
antihypertensive drugs when different cutoff values (days) were employed to define the outcome
Outcome variable

Control, n (%)

Intervention, n (%)

OR (95% CI)

P value

Baseline

78 (72.9)

75 (72.8)

1.00 (0.54, 1.83)

.989

Third follow-up

78 (72.9)

74 (71.8)

0.95 (0.52, 1.74)

.865

Baseline

75 (70.1)

74 (71.8)

1.09 (0.60, 1.98)

.780

Third follow-up

78 (72.9)

72 (69.9)

0.86 (0.47, 1.57)

.631

Baseline

73 (68.2)

73 (70.9)

1.13 (0.63, 2.04)

.677

Third follow-up

76 (71.0)

71 (68.9)

0.91 (0.50, 1.63)

.741

Baseline

71 (66.4)

72 (69.9)

1.22 (0.68, 2.18)

.512

Third follow-up

76 (71.0)

71 (68.9)

0.91 (0.50, 1.63)

.740

Baseline

71 (66.4)

72 (69.9)

1.18 (0.66, 2.11)

.581

Third follow-up

75 (70.1)

70 (68.0)

0.91 (0.50, 1.63)

.739

Baseline

71 (66.4)

71 (68.9)

1.13 (0.63, 2.01)

.691

Third follow-up

74 (69.2)

70 (68.0)

0.95 (0.53, 1.69)

.852

Baseline

69 (64.5)

71 (68.9)

1.22 (0.69, 2.17)

.496

Third follow-up

73 (68.2)

69 (67.0)

0.95 (0.53, 1.69)

.849

Baseline

65 (60.7)

70 (68.0)

1.37 (0.78, 2.42)

.277

Third follow-up

63 (58.9)

67 (65.0)

1.30 (0.74, 2.27)

.357

Baseline

65 (60.7)

68 (66.0)

1.26 (0.72, 2.20)

.429

Third follow-up

63 (58.9)

67 (65.0)

1.30 (0.74, 2.27)

.357

Baseline

61 (57.0)

64 (62.1)

1.30 (0.75, 2.28)

.349

Third follow-up

61 (57.0)

67 (65.0)

1.40 (0.80, 2.45)

.233

Baseline

59 (55.1)

63 (61.2)

1.28 (0.74, 2.22)

.420

Third follow-up

59 (55.1)

67 (65.0)

1.51 (0.87, 2.64)

.143

57 (53.3)

60 (58.3)

1.20 (0.69, 2.07)

.514

Cutoff value=1

Cutoff value=2

Cutoff value=3

Cutoff value=4

Cutoff value=5

Cutoff value=6

Cutoff value=7

Cutoff value=8

Cutoff value=9

Cutoff value=11

Cutoff value=12

Cutoff value=13
Baseline
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Third follow-up

58 (54.2)

61 (59.2)

1.23 (0.71, 2.12)

.463

Baseline

55 (51.4)

55 (53.4)

1.08 (0.63, 1.86)

.827

Third follow-up

57 (53.3)

57 (55.3)

1.09 (0.63, 1.87)

.764

Cutoff value=14

Abbreviations: OR, odds ratio; CI, confidence interval.
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S4 Table. Sensitivity analyses: effects of individualized, evidence-based counseling on good adherence
to treatment when different cutoff values were employed to define the outcome
Outcome variable
Cutoff value=10%
Baseline
Third follow-up
Cutoff value=20%
Baseline
Third follow-up
Cutoff value=30%
Baseline
Third follow-up
Cutoff value=40%
Baseline
Third follow-up
Cutoff value=50%
Baseline
Third follow-up
Cutoff value=60%
Baseline
Third follow-up
Cutoff value=70%
Baseline
Third follow-up
Cutoff value=80%
Baseline
Third follow-up
Cutoff value=90%
Baseline
Third follow-up
Cutoff value=100%
Baseline
Third follow-up

Control

Intervention

OR (95% CI)

P value

75 (70.1)
78 (72.9)

74 (71.8)
72 (69.9)

1.09 (0.60, 1.98)
0.86 (0.47, 1.57)

.780
.631

73 (68.2)
76 (71.0)

73 (70.9)
71 (68.9)

1.13 (0.63, 2.04)
0.91 (0.50, 1.63)

.677
.741

71 (66.4)
75 (70.1)

72 (69.9)
70 (68.0)

1.18 (0.66, 2.11)
0.91 (0.50, 1.63)

.581
.739

71 (66.4)
74 (69.2)

71 (68.9)
70 (68.0)

1.13 (0.63, 2.01)
0.95 (0.53, 1.69)

.691
.852

69 (64.5)
73 (68.2)

71 (68.9)
69 (67.0)

1.22 (0.69, 2.17)
0.95 (0.53, 1.69)

.496
.849

65 (60.7)
63 (58.9)

68 (66.0)
67 (65.0)

1.26 (0.72, 2.20)
1.30 (0.74, 2.27)

.429
.357

61 (57.0)
61 (57.0)

64 (63.4)
67 (65.0)

1.30 (0.75, 2.28)
1.40 (0.80, 2.45)

.351
.234

59 (55.1)
59 (55.1)

63 (61.2)
67 (65.0)

1.28 (0.74, 2.22)
1.51 (0.87, 2.64)

.420
.143

57 (53.3)
58 (54.2)

60 (58.3)
61 (59.2)

1.20 (0.69, 2.07)
1.23 (0.71, 2.12)

.514
.463

55 (51.4)
57 (53.3)

55 (53.4)
57 (55.3)

1.08 (0.63, 1.86)
1.09 (0.63, 1.87)

.827
.764

Abbreviations: OR, odds ratio; CI, confidence interval.
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