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Introduction

Xin Xue Ning Tablet is developed by Lonch Group, with independent
intellectual property rights of Chinese patent medicine preparations (State Food
and Drug Administration approval number Z20184011). It is Class B drug of
national  basic  medical insurance  (Stasis-Removing and  Chest
Stuffiness-Relieving Agent, No.. 505), and has been included in the
Pharmacopoeia of the People's Republic of China (2020 Edition). The research
materials are shown in Appendix A.

At present, Xin Xue Ning Capsule has been widely used in clinical practice,
supported by increasing relevant evidence-based medicine evidence. Therefore,
organized by the Specialty Committee of Interventional cardiology of the World
Federation of Chinese Medicine Societies, domestic experts in cardiovascular
diseases of traditional Chinese medicine, western medicine and integrative
medicine systematically review and summarize the applicable scope, clinical
evidence, indications, safety, theoretical basis and pharmacological effects of Xin
Xue Ning Tablet .Based on both evidence-based medicine evidence and expert
opinion, consensus group discussed and drafted the consensust and formed
recommendations and consensus suggestions on indications in clinical
application, dosage and course of treatment of Xin Xue Ning Tablet, as well as
safety issues such as medication for special groups, adverse reactions and
contraindications. The 11 clinical questions developed during the development
of the consensus are shown in Appendix B, and a summary table of the
recommendations/consensus suggestions is shown in Appendix C.

The consensus aims to serve clinicians, provide references for clinical
application of Xin Xue Ning Tablet, promote rational medication use, reduce drug
use risks, and benefit more patients. With the deepening of clinical practice and
the discovery of new evidence, this consensus will be constantly updated and
improved.

The issuer of the consensus draws attention to the fact that a declaration of
conformity with this document may involve the use of patents in this document
in relation to cardioplegia tablets.

The issuing organisation of the consensus takes no position on the
authenticity, validity or scope of the patent.

The patent holder has undertaken to the issuing authority of the consensus
that he is willing to negotiate a patent licence with any applicant on reasonable

and non-discriminatory terms and conditions. The declaration of the patent
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holder has been filed with the issuing authority of the consensus. Relevant
information can be obtained from the contact details below:

Patent Holder Name: Anshan Pharmaceutical Co.

Address: No. 307, Anqian Road, Hi-Tech Zone (East), Anshan City, Liaoning
Province, 114044, P.R. China

Please note that in addition to the patents mentioned above, some of the
contents of the consensus may still be covered by patents. The issuer of the

consensus assumes no responsibility for identifying patents.
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Chinese Expert Consensus on the Clinical Application of

Xin Xue Ning Tablets

1 Scope

The consensus reviews indications of Xin Xue Ning Tablet in clinical
application, dosage and course of treatment, medication in special groups.
This consensus is suitable for use by all kinds of legally licensed medical

practitioners in relevant professional fields.
2 Normative References

The contents of the following consensuss constitute the essential provisions
of this document through normative references in the text. Where a reference file
with a date is noted, only the version corresponding to that date applies to this
file; Undated references, the latest version of which (including all change orders)
applies to the consensus.

GB/T16751.1--1997 TCM C(linical Diagnosis and Treatment Terms - part
2 - Syndrome

3 Terms and Definitions

Terms and definitions mentioned below apply to this document.

3.1
Stable Exertional Angina Pectoris

Angina pectoris is a clinical syndrome mainly characterized by chest pain
induced by transient myocardial ischemia.

Note: It is the most common manifestation of coronary atherosclerotic heart disease. The
severity, frequency, nature and inducing factors of stable exertional angina pectoris (SEAP)

do not change significantly within several weeks.

3.2
Unstable Angina

Unstable angina (UA) is a clinical state between stable exertional angina pectoris
and acute myocardial infarction.
Note1: It includes primary angina, worsening angina and various spontaneous angina except

for stable exertional angina peictoris.
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Note2: Based on the pre-existing atherosclerotic, UA is caused by acute or subacute
reduction of myocardial oxygen supply because of coronary artery spasm and distal small
vessel embolism, beside which coronary subintimal hemorrhage, plaque rupture, platelet

and fibrin agglutination in the damaged area formed thrombus

3.3
Hypertension

In the absence of antihypertensive drugs, the office blood pressure was
measured three times on different days. When the systolic pressure2140 mmHg
and/or the diastolic pressure290 mmHg, it can be diagnosed with hypertension;
and when SBP>140 mmHg and DBP <90 mmHg, it is simple systolic
hypertension. When patient had a history of hypertension and is currently taking
antihypertensive drugs, it is still diagnosed with hypertension despite a blood
pressure of less than 140/90 mmHg.

3.4
Dyslipidemia

Dyslipidemia usually refers to elevated levels of Total cholesterol (TC) and
(or), Triglyceride (TG), and Low-Density Lipoprotein Cholesterol (LDL-C) in the
serum, while High density lipoprotein cholesterol (HDL-C) levels decreased,
which can contribute to the development of atherosclerosis.

4 Basic Information of Xin Xue Ning Capsule Components
4.1 Prescription Source and Composition

Rooted in the traditional Chinese medicine theory, Xin Xue Ning Tablet
summarizes the experience gained from treating cardiovascular and
cerebrovascular diseases, and after modern pharmacological research and
selection, components of Xin Xue Ning Tablet are adjusted in a scientific way.
According to the clinical characteristics of blood stasis pattern of coronary heart
disease, Ge Gen (radix pueraria) and hawthorn are selected to extract and refine

to form Xin Xue Ning Tablet, which is a pure Chinese medicine preparation
4.2 Efficacy and Indications

Xin Xue Ning Tablet has the effect of promoting blood circulation to remove
stasis and removing obstruction from meridians to relieve pain. This product can
be used for gi blockage in the chest, heartache and dizziness caused by blood

stasis obstructed in meridians. Xin Xue Ning Tablet also applies to syndromes
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and patterns like mentioned above in patients with coronary heart disease
angina pectoris, hypertension and dyslipidemia.

5 Suggestions for Clinical Application

5.1 Indications
5.1.1 Qi blockage in the chest and heartache

Xin Xue Ning Tablet can improve the clinical symptoms of chest tightness
and pain in the precordial area in patients with heartache (blood stasis
obstructed in meridians pattern or heart blood retention pattern).
(Recommendation: Level B evidence, Strong recommendation)

Three studies [5-71 have shown that Xin Xue Ning Tablet can improve the
clinical symptoms of chest tightness and pain in the precordial area in patients
with heartache (blood stasis obstructed in meridians pattern or heart blood

retention pattern).
5.1.2 Stable Exertional Angina Pectoris

Combined with standardized treatment of western medicine, Xin Xue Ning
Tablet can further improve clinical symptoms in patients with SEAP, reduce the
patient’s attack frequency and duration of angina pectoris, and prove
electrocardiograph ischemia performance. (Recommendation: Level B evidence,
Strong recommendation)

A total of 6 studies [5-10] evaluated the clinical efficacy of Xin Xue Ning Tablet
in the treatment of SEAP patients, and the results all showed that Xin Xue Ning
Tablet can improve the clinical symptoms of SEAP, reduce the patient’s attack
frequency and duration of angina pectoris, and improve the electrocardiographic
ischemic performance. A study [11l conducted a meta-analysis of outcomes,
showing that the clinical symptoms of SEAP patients could be further improved
when use Xin Xue Ning Tablet combined with standardized western medicine
treatment, and the difference was statistically significant compared with the

control group.
5.1.3 Unstable Angina (UA)

Combined with the standardized treatment of western medicine, Xin Xue
Ning Tablet can further improve the clinical symptoms reduce the attack
frequency and duration of patients with angina, and improve the
electrocardiogram ischemic performance. (Recommendation: Level C evidence,

Strong recommendation).
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The results of a clinical study involving 80 patients with UA showed that [12]
Xin Xue Ning Tablet reduced the attack frequency and duration of angina in
patients with UA, and improved electrocardiographic ischemia manifestations.

5.1.4 Primary Hypertension

a) Take Xin Xue Ning Tablet individually can reduce the level of SBP and DBP of
the patients with primary hypertension. (Recommendation: Level B evidence,
Strong recommendation)

A study 3] compared Xin Xue Ning Tablet and Xin Ke Shu (single drug) in
patients with primary hypertension and results showed that blood pressure level
was lowered when Xin Xue Ning Tablet was used individually, whose
effectiveness was equally with that of Xin Ke Shu.

b) Combined with standardized treatment of western medicine, Xin Xue Ning
Tablet can reduce or further reduce SBP and DBP in patients with primary
hypertension. (Recommendation: Level B evidence, Strong recommendation)

A total of 6 studies of essential hypertension [14-19 showed that, when Xin
Xue Ning Tablet was given to the treatment group on the basis of valsartan
dispersible tablet or carvedilol (medicine used in the control group), SBP and
DBP decreased in both groups compared with before treatment, and the decrease
in treatment group was better than that in control group.

5.1.5 Dyslipidemia

a) Taking Xin Xue Ning Tablet individually can reduce dyslipidemia of TC and TG
level. (Recommendation: Level C evidence, Strong recommendation)

One study [20] compared the clinical efficacy of Xin Xue Ning Tablet and Xin
Ke Shu (single drug) on dyslipidemia, and results showed both of them could
reduce TC and TG level in patients with dyslipidemia. The decrease level of Xin
Xue Ning group was greater than that of Xin Ke Shu group, and the difference
between the two groups was statistically significant.
b) Combined with the standardized treatment of western medicine, Xin Xue Ning
Tablet can further reduce TG and TC level in patients with dyslipidemia.
(Recommendation: Level C evidence, Strong recommendation)

Two studies [16. 18] displayed the joint application of Xin Xue Ning Tablet and

valsartan on primary hypertension. TC and TG levels of patients were both
lowered, beside which their blood pressure also dropped, with statistically

significant difference.
5.2 Application Supported by Clinical Evidence

Other application supported by clinical evidence are in Appendix E.
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6 Safety

6.1 Adverse Reactions/Adverse Events

A clinical observation on the efficacy of Xin Xue Ning Tablet for patients
with coronary heart disease and angina pectoris showed that one of 310 patients
in treatment group developed mild stomach discomfort after taking Xin Xue Ning
Tablet (self-alleviating), while the remaining cases were found no adverse
reaction (71,

According to the National Center for Adverse Drug Reaction Monitoring,
adverse reactions were reported in 14 cases from 2019 to 2022. A few patients
may have symptoms such as abdominal distension, diarrhea, rash, local redness
and swelling after taking Xin Xue Ning Tablet, and all these symptoms can be
alleviated or disappeared after stopping or reducing the medication, and no
serious adverse events/adverse reactions have been reported (see Appendix F
for details).

6.2 Contraindication

There is no safety study of Xin Xue Ning Tablet in pregnant, lactating women
or children under 15 years old, so it is not recommended for these special groups.
There is also no application experience in patients with severe hepatic and renal
dysfunction, and the pharmacokinetic process in vivo is not clear, so it is
recommended to be used with caution in patients with severe hepatic and renal
dysfunction. Considering that Xin Xue Ning Tablet can promote blood circulation
to remove stasis, so patients with bleeding tendency should use with caution. Xin
Xue Ning Tablet should not be used by those allergic to its components.
(Consensus Suggestion).

6.3 Drug Combination

In the existing literaturem Xin Xue Ning Tablet is mostly used combined with
the standardized treatment of western medicine in clinical practice, and no
relative adverse reactions and toxic and side effects induced by combination use
are reported. When combined with other traditional Chinese medicine or
Chinese patent medicine, attention should be paid to syndrome differentiation

principles and safety.
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Annex A
(Informative)
Research data of Xin Xue Ning Tablet

A.1 Theoretical Basis of Traditional Chinese Medicine

Xin Xue Ning Tablet is the compound preparations with Ge Gen (Puerariae)
and hawthorn extract. Shen Nong Ben Cao Jing recorded that “Ge Gen could
treat various Bi (arthralgia)”, and “Bi” there not only refers to obstruction and
pain in the whole body, but also includes “Xiong Bi” (Qi blockage in the chest).
Pueraria can firstly relieve both the interior and exterior syndromes, ascending
clear yang in stomach, and additionally, it can promote blood circulation to
remove obstruction in meridians, and help the heart motivating blood to remove
Bi. In Yi Xue Zhong Zhong Can Xi Lu, it was wrote that hawthorn is good at
invading blood level, so it is an essential medicine for removing blood stasis...it
can also treat pain in heart and abdomen. Acting as the essential medicine for
eliminating accumulation and removing blood stasis, hawthorn combined with
Ge Gen, sweet and pungent in flavor while cool in property, can remove blood
stasis and relieve gi stagnation but not impair healthy qi. The combination of
these two ingredients conforms to the “qi and blood theory” of traditional
Chinese medicine. “Su Wen - Regulating Meridians” said that “when qi and blood
disharmony appears, all diseases are born.. when water floods in tertiary
collateral, there is blood left in the meridian.” “Ling Shu - All Diseases Start” wrote
that “yang collateral injury leads to blood overflow outwards.... while yin
collateral injury causes blood overflow inwards”. The heart controls the blood
and vessels, therefore blood stasis is the most common reason of the heart
disorders. The function of Xin Xue Ning Tablet is promoting blood circulation to
remove stasis and removing obstructions from meridians to relieve pain, so it can
be used for the treatment of coronary heart disease angina pectoris,
hypertension and dyslipidemia (blood stasis obstructed in meridians pattern).

A.2 Frequently-Used Pharmaceutical Technology of Tablet

According to Pharmacopoeia of the People’s Republic of China First Part
(2020 edition) , the pharmaceutical technology of Xin Xue Ning Tablet is: Ge Gen
extract 150g, hawthorn extract 25g, with appropriate amount of starch, mixed
evenly, formed into granules, dried, added appropriate amount of magnesium
stearate, mixed evenly, compressed into 1000 tablets, coated with sugar or

film-coated, and get the final product.
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A.3 Pharmacological Research

As the chief herb in XinXue Ning Tablet, Ge gen in Xin Xue Ning Tablet
contains puerarin and total flavonoids, which can lower blood pressure and
improve the clinical symptoms of patients with angina pectoris and myocardial
infarction [25], Additionally, it can inhibit the myocardial iron death induced by
sorafenib, and has a good protective effect on myocardial toxicity caused by
sorafenib [26]. Hawthorn extract is the deputy herb, in which total flavonoids of
hawthorn leaves are the main active substance group of hawthorn leaves. This
substance has the effects of anti-atherosclerosis, anti-myocardial ischemia,
lowering blood pressure, lowering TG and LDL level, increasing HDL level,
lowering blood sugar and anti-inflammation etc.. Studies also suggested that it
can also antagonize the arrhythmia caused by aconitine and has a lasting
cardiotonic effect [27-31]. Studies on Guanxin Ning Combined Formula proved that
it can lower blood pressure and improve Hcy in “H” hypertension patients [32].

Xin Xue Ning Tablet is extracted from Ge Gen and hawthorn, which are herbs
of the same origin as food and medicine. These two ingredients give full play to
strengths and supplement each other to achieve the grand and specific efficacy
though only two kind of herbs. Ge Gen and hawthorn have joint effect of
promoting blood circulation to remove stasis and removing obstruction from
meridians to relieve pain. Therefore, it can dilate coronary artery, increase
coronary blood flow, enhance myocardial contractility, lower blood pressure, as

well as reduce blood lipids and Hcy in “H” hypertension patients.
A. 4 Toxicological Research

Acute toxicity experiment: Kunming mice were selected and orally
administered the maximum tolerated dose of Xin Xue Ning Tablet, which did not
reach the lethal dose.

Subacute toxicity determination: 60 mice, half male and half female,
weighing 19.3+0.5g, were administered a suspension of Xin Xue Ning Tablet at a
concentration of 0.2g/ml at 8:00 am daily (by gavage) at a dose of 20ml/kg for 30
consecutive days. No toxic reactions were observed during the administration
period, and the LD50 value was not detected.

Maximum tolerated dose determination: 40 Swiss mice, half male and half
female, weighing 20.5+0.6g, were fasted and deprived of water for 12 hours, then
orally administered a suspension of Xin Xue Ning Tablet at a concentration of
0.2g/ml at a dose of 40ml/kg by gavage. Observations were made 6 hours after

administration, and the same dose was repeated using the same method for 10
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consecutive days. During this period, no significant abnormalities were observed
in the mice’s activity, food intake, water consumption, fur color, or feces, and no
deaths occurred. The LD50 value was not detectable. Therefore, the maximum
tolerated dose of Xin Xue Ning Tablet orally administered to mice was greater
than 16g/kg, which is equivalent to 400 times the clinical normal dosage.
According to the Technical Guidelines for Acute Toxicity Research of
Traditional Chinese Medicine and Natural Medicine, it is safe to administrate Xin
Xue Ning Tablet 400 times greater than the clinical dosage for one day and 100

times greater than the clinical dosage for 30 consecutive days.
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Annex B
(Informative)
List of Clinical Problems

This Consensus involves in 11 clinical problems (Table B1).

Table B.1 List of Clinical Problems

No.

Clinical Research

Indications and Clinical Applications Supported by Evidence-based Medicine Evidence

What pattern type of coronary heart disease patients is Xin Xue Ning Tablet suitable

1
for?
In addition to treating coronary heart disease, what circulatory system diseases can
2 Xin Xue Ning Tablet treat?
Can Xin Xue Ning Tablet improve the clinical symptoms (reduce angina attack times,
3 shorten the duration of angina) and electrocardiogram performance in patients with
stable exertional angina pectoris?
Can Xin Xue Ning Tablet improve the clinical symptoms (reduce angina attack times,
4 shorten the duration of angina) and electrocardiogram performance in patients with
unstable angina?
[s Xin Xue NingTablet helpful to lower the blood pressure level of patients with
> primary hypertension and improve the dizziness symptoms of patients?
Can Xin Xue Ning Tablet reduce the levels of TC, TG and LDL-C in patients with
¥ dyslipidemia?
7 Does Xin Xue Ning Tablet help to reduce serum homocysteine level?
Usage and Dosage
8 Usage, dosage and course of treatment of Xin Xue Ning Tablet
Are there clear precautions for Xin Xue Ning Tablet, such as drug combination
9 (compatibility), contraindications, medications for special groups and other clinical
medication precautions?
Safety Problems
What are the common adverse reactions of Xin Xue Ning Tablet? What should do to
10 deal with adverse reactions (if appear)?
11 What is the safety of taking Xin Xue Ning Capsule Tablet for a long time?
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This

consensus

Annex C
(Informative)

adopts the

Summary of Recommendations/Consensus Suggestions

internationally-recognized Grading of

Recommendations Assessment, Development and Evaluation (GRADE) system to

assess the evidence, and combines Delphi method with nominal group method.

For those

indications

supported by evidence-based medicine evidence,

“Recommendations” are developed according to the level of evidence; while for

those clinical indications which can not be supported by sufficient studies,

“Consensus Suggestions” are formed after experts discussion. Eventually, 12

Recommendations and 8 Consensus Suggestions are formed, as detailed in Table
C.1 and Table C.2.

Table C.1 Summary of Recommendations for Xin Xue Ning Tablet

Evidence | Recommendation
Recommendation Recommendation Item
Level Strength
Xin Xue Ning Tablet can improve the clinical
symptoms of chest tightness and pain in the
Recommendation Strong
precordial area in patients with Xiong Bi and B
1 ) _ . recommendation
heartache (blood stasis obstructed in meridians
pattern or heart blood retention pattern).
Combined with standardized treatment of
western medicine, Xin Xue Ning Tablet can further
Recommendation Strong
improve clinical symptoms, reduce the frequency B
2.1 recommendation
and duration of angina pectoris attacks in patients
with SEAP.
Combined with standardized treatment of
Recommendation | western medicine, Xin Xue Ning Tablet can further B Strong
2.2 improve electrocardiograph performance in recommendation
patients with SEAP.
Combined with the standardized treatment of
Western medicine, Xin Xue Ning Tablet can further
Recommendation _ o Strong
improve the clinical symptoms, reduce the C
31 recommendation
frequency and duration of angina pectoris attacks
in patients.with UA.
Recommendation Combined with the standardized treatment of C Strong
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3.2 Western medicine, Xin Xue Ning Tablet can further recommendation
improve electrocardiograph performance in
patients with UA.
Taking Xin Xue Ning Tablet individually can
Recommendation Strong
reduce systolic and diastolic blood pressure levels
4.1 recommendation
in patients with primary hypertension.
Combined with the standardized treatment of
Recommendation | Western medicine, Xin Xue Ning Tablet can further Strong
4.2 reduce systolic and diastolic blood pressure levels recommendation
in patients with primary hypertension.
Combined with the standardized treatment of
Recommendation | Western medicine, Xin Xue Ning Tablet can further Strong
4.3 improve the symptoms of dizziness and headache recommendation
in patients with primary hypertension.
Taking Xin Xue Ning Tablet individually can
Recommendation ] i ) Strong
reduce TC and TG level in patients with
5.1 recommendation
dyslipidemia.
Combined with the standardized treatment of
Recommendation | Western medicine, Xin Xue Ning Tablet can further Strong
5.2 reduce the levels of TC and TG in patients with recommendation
dyslipidemia.
Taking Xin Xue Ning Tablet individually can
Recommendation lower blood pressure and serum homocysteine Strong
6.1 level in hypertensive patients with recommendation
hyperhomocysteinemia.
Taking Xin Xue Ning Tablet individually can
Recommendation | lower the level of serum homocysteine in patients Weak
6.2 with hyperhomocysteinemia complicated with recommendation

ischemic stroke.

Table C.2. Summary of Consensus Suggestions for Xin Xue Ning Tablet

Consensus Recommended
Consensus Item
Proposal or not
Xin Xue Ning Tablet is mostly used for coronary heart
Consensus
disease angina pectoris (blood stasis obstructed in meridians Yes

Suggestion 1

pattern or heart blood retention pattern in TCM).
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Xin Xue Ning Tablet can be applied to patients with

Consensus
hypertension and dyslipidemia (blood stasis obstructed in Yes
Suggestion 2
meridians pattern in TCM).
Follow the dosage instructions of Xin Xue Ning Tablet in
Consensus
clinical application: 4 tablets (0.21g per tablet) once, 3 times Yes
Suggestion 3.1
a day, or follow the doctor’s advice.
Usually 4-12 weeks for a course of treatment, within the
Consensus
course of treatment, the longer the treatment time, the better Yes
Suggestion 3.2
the effect.
Pregnant women, patients who have severe hepatic and
Consensus
renal dysfunction, bleeding tendency or allergic to drug Yes
Suggestion 4
components should not use Xin Xue Ning Tablet.
A few patients may appear stomach discomfort during
Consensus
the medication period, which can be relieved by reducing or Yes
Suggestion 5
stopping the medication.
The flavour and property of Xin Xue Ning Tablet is
Consensus relatively mild, and if there is no adverse reaction, patients v
es
Suggestion 6 who meet the indications can take it regularly under the

guidance of doctors.
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Annex D
(Normative)
Key points of disease diagnosis

D.1 Stable Exertional Angina Pectoris

Refer to the Guidelines for diagnosis and treatment of stable coronary heart
disease (2018 Edition) [1]: 1) The attack site is usually located in the retrosternal
or precardiac area, which can radiate to the cervix pharynx, left arm and left
inner finger, and pain is often characterized by a sense of pressure and
contraction. 2) SEAP is often induced by fatigue or emotional agitation, lasting
3-5 minutes in most cases, and will be relieved after rest or within a few minutes
after the use of nitrates; 3) Excluded angina caused by other disease after
considering age and existing risk factors for coronary heart disease; and there
were no significant changes in the severity, frequency, nature and inducing

factors within a few weeks.
D.2 Unstable Angina

Refer to the Guidelines for diagnosis and treatment of non-ST-segment
elevation acute coronary syndrome [2] issued by Chinese Medical Association in
2016: 1) Typical angina pectoris manifestation; 2) During the onset of symptoms,
two or more adjacent leads showed ST segment descending >0.1mV and
symmetrical T-wave depth inversion and dynamic changes in the
electrocardiograph, and the ST segment ischemia changes improved after
remission. 3) Cardiac troponin (cTn) was negative, and serum creatine
kinase-MB (CK-MB) was within 2 times the normal value range. Unstable angina
(UA) is a clinical state between stable exertional angina pectoris and acute
myocardial infarction, including primary angina, worsening angina and various

spontaneous angina except for stable exertional angina peictoris
D.3 High Blood Pressure (Hypertension)

Refer to Chinese Guidelines for Prevention and Treatment of hypertension
(Revised Edition in 2018) 3I: In the absence of antihypertensive drugs, the office
blood pressure was measured three times on different days. When the systolic
pressurex140 mmHg and/or the diastolic pressurez90 mmHg, it can be
diagnosed with hypertension; and when SBP>2140 mmHg and DBP < 90 mmHg, it

is simple systolic hypertension. When patient had a history of hypertension and
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is currently taking antihypertensive drugs, it is still diagnosed with hypertension
despite a blood pressure of less than 140/90 mmHg.

D.4 Dyslipidemia

Refer to Guidelines for prevention and treatment of dyslipidemia in adults in
China (Revised Edition in 2016) [*lissued by of the Chinese Society of Cardiology,
Chinese Medical Association: detected for two consecutive times, when serum
TC=6.2mmol/L, or TG22.3 mmol/L, or LDL-C=4.1mmol/L, or HDL-C<1.0 mmol/L,

patients can be diagnosed with dyslipidemia.
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Annex E
(Informative)
Application Supported by Clinical Evidence

E.1 Hypertension with Hyperhomocysteinemia

Taking Xin Xue Ning Tablet individually can reduce blood pressure and
serum homocysteine level in hypertensive patients with hyperhomocysteinemia
(Hcy). (Recommendation: Level B evidence, Strong recommendation)

A multi-center, randomized and controlled study [21] observed the efficacy of
Xin Xue Ning Tablet on primary hypertension in patients with Hcy (“H”
hypertension patients [221). The results showed that Xin Xue Ning Tablet would
rather reduce the patient’s blood pressure levels and Hcy, which was equally to
that of folic acid tablets.

E.2 Other Clinical Applications

A multi-center, randomized, double-blind and double-simulated study [23]
compared clinical efficacy of Xin Xue Ning Tablet and folic acid tablets (single
drug) on ischemic stroke patients with high Hcy, and the results showed that
taking Xin Xue Ning Tablet individually had a certain therapeutic effect on
patients with ischemic stroke complicated with high Hcy. (Recommendation:
Level C evidence, Weak recommendation).

It has also been reported [24 that Xin Xue Ning Tablet could improve the
clinical symptoms of patients with chronic heart failure.

Chronic heart failure is not an indication of Xin Xue Ning Tablet, clinical
application, therefore, should be cautious.

E.3 Dosage and Course of Treatment

Tablet form, 0.21 g per piece, taken orally, and 4 pieces once, 3 times a day.
(Consensus Suggestion)

Existing literature on Xin Xue Ning Tablets mostly reports 4-12 weeks as a
course of treatment. Coronary heart disease, hypertension, dyslipidemia, etc. are
chronic and long-term concomitant diseases, which indicates that when applied
to patients in these diseases, the treatment course of Xin Xue Ning Tablet should
consider clinical symptoms and TCM syndrome differentiation of patients rather
than just follow the existing research result. Within the range of treatment

courses reported in the existing literature, the effect of Xin Xue Ning Tablet was
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positively correlated with the duration of use 1. Up to now, no adverse reactions
related to the long-term use of Xin Xue Ning Tablets has been reported, so its
long-term use should be paid attention to. (Consensus Suggestion)
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Annex F

(Informative)

Report from National Certer for Adverse Drug Reaction Monitoring

The report of Xin Xue Ning Tablet issued by National Certer for Adverse

Drug Reaction Monitoring is shown in Table F.1.

Table E1Report from National Certer for Adverse Drug Reaction Monitoring

Whether the

reaction is

Production alleviated or
No. Numbering Adverse reaction Involved system Year
batch Number disappeared after
withdrawal or
reduction
Poor appetite;
ADR-20190604-0 Gastrointestinal
1 181001 Stomach Yes 2019
19 diseases
discomfort
ADR-20200508-0 Gastrointestin
2 191005 Diarrhea Yes
09 al diseases
ADR-20200904-0 Burning Gastrointestinal
3 200703 Yes
27 sensation disease
Diseases of skin
ADR-20201109-0 Generalized
4 191005 and skin Yes
39 pruritus
appendages
Neurological
Dizziness; Get diseases,
ADR-20201109-0 flustered; Cardiovascular 2020
5 200203 Yes
41 Stomach diseases,
discomfort Gastrointestinal
diseases
ADR-20201207-0
6 51 200901 Dreaminess Mental diseases Yes
Ankle joints of
ADR-20200904-0 both feet; Local
7 190803 Systemic diseases Yes
27 redness and
swelling; Pain
ADR-20210509-0 Gastrointestinal
8 200701 Nausea Yes 2021
14 diseases
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Whether the

reaction is

Production alleviated or
No. Numbering Adverse reaction Involved system Year
batch Number disappeared after
withdrawal or
reduction
Diseases of skin
ADR-20210614-0
9 19 200808 Allegy and skin Yes
appendages
Diseases of skin
ADR-20211022-0
10 64 200704 Red papule and skin Yes
appendages
ADR-20211029-0 Abdominal Gastrointestinal
11 210203 Yes
69 distension diseases
ADR-20220129-0 Gastrointestinal
12 210304 Nausea Yes
03 diseases
ADR-20230110-1 Gastrointestinal
13 210804 Dry mouth Yes
28 diseases 2022
Diseases of skin
ADR-20221023-0 | 69258033012
14 Rash; Pruritus and skin Yes
95 74
appendages
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