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412 10 most preferably 8. Said weak alkali agueous solution is preferably sodium bicarbonate
agueous solution at a concentration of 0.3%~1% (w/w), most preferably the sodium
bicarbonate agueous solution at a concentration of 0.45% (w/w). Said filtrate is
concentrated to an extract in a ratio of extract volume (L) to inputted weight of crude
drug (Kg) of 1:(0.7~1.3).

15 In step (b), alcohol is used to perform precipitation. Said final concentration of the

concentrated solution is preferably at 50~80% (v/v). Said relative density of obtained
extract is 1.15~1.45.

According to the present invention, said Chinese medicine composition can be
20 prepared into any kind of pharmaceutically dosage form in accordance with

conventional or frequently—used procedure, e.g. dripping pill, pill, capsule, granule,

tablet, suspension, injection, syrup, tincture, powder, medicinal tea, local medicinal

solution, spray, suppository, micro—capsule or other pharmaceutically acceptable

dosage form, preferably the dripping pill. The dripping pill is composed of said
25  Chinese medicine composition and matrix adjuvant.

According to the present invention, said dripping pill is compcosed of said Chinese
medicine composition and matrix adjuvant. Preferably, the matrix adjuvant is selected
from PEG—4000 or PEG-6000. Weight ratio of said Chinese medicine composition to
30 matrix adjuvant is (0.2~0.8):1, preferably (0.29~0.7):1, more preferably (0.5~0.6):1.

According to the present invention, said dripping pill of Chinese medicine composition
can be prepared by conventional methods known in prior art, also a method as follows:
well mixing said Chinese medicine composition with matrix adjuvant, melting by
35 heating, transferring the melted solution into dripping tank, letting the melted solution
dripping into a low-temperature liquid paraffin, removing residual paraffin and
selecting to give the final product. Wherein, melting temperature is kept at 60~1007C,
preferably 75~85C, and the liguid paraffin temperature at 0~20°C, preferably
5~15C.
40
According to the present invention, said matrix adjuvant is natural dripping pill adjuvant
derived from plant, which includes at least one kind of matrix adjuvant and at least one
kind of plastifying adjuvant.
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sorbitol, xylitol, arabltol isomaltitol, Iactltol mallo acid, sterin, shellac, phenylethylene
glycol, polyoxyethylene alkyl ether, and the aforementioned compounds containing
hydrate water.

Besides, said plastifying adjuvant is selected from the group consisting of
pregelatinized starch, carboxymethyl starch, arabic gum, dexiran, sesbania gum,
carrageenan, Indian gum, furcellaran, tragacanth gum, tamarind gum, pectin,
xanthan gum, alginic acid and the salts thereof, agar, lactose, glyceryl monostearate,
polyoxyethylene monostearate, cross—linked sodium carboxylmethyl cellulose and
silica.

According to the present invention, if existing or emerging synthetic matrix adjuvant
and plastifying adjuvant have the same or similar quality with aforementioned
natural—sourced ones, and if they have safety characteristics without toxicity, they can
replace aforesaid natural plant—sourced matrix adjuvant and plastifying adjuvant as
being applied in preparation of dripping pill.

According to the present invention, ratio of aforesaid matrix adjuvant to plastifying
adjuvant is 1:0~1:1.5, preferably 1:0.1~1:0.9, most preferably 1:0.1~1:0.5.

According to the present invention, the method of using aforementioned matrix

adjuvant and plastifying adjuvant as excipients comprises main steps:

a. selecting one or more types of aforementioned matrix adjuvant(s), or adding one
or more low~melt matrix adjuvant with one or more types of aforementioned
plastifying adjuvant(s), well mixing;

b. transferring obtained weli-mixed matrix adjuvant or its mixture into a dripping tank,
into which medicine extract is added and continued to well mixed with the
adjuvant;

c. heating the obtained mixture until well being melted, dripping melted solution into
cooling liquid, after being solidified, screening out the pills;
removing outside surface cooling liquid by wiping or a centrifuge;

e. drying the clean pills at low temperature to give the product.

In aforementioned method of preparing dripping pills, the weight ratio of said matrix
adjuvant to plastifying adjuvant is 1:0~1:1.5, preferably 1:0.1~1:0.9, most preferably
1:0.1~1:0.5. The weight ratio of matrix adjuvant to active substances is 1:0.1~1:1,
preferably 1:0.1~1:0.6, most preferably 1:0.2~1:0.4.

In aforementioned method of preparing dripping pills, the mixing time of active
substance and matrix adjuvant is 10~30min. The heating melting (or dripping)
temperature after the active substance is well mixed with the matrix adjuvant is kept at

recei ved one-day atom zer treatnent on
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According to the present invention, said dripping pill can be coated by inputting
material in accordance with theoretical 3wt%~6wi% weight increased, preferably

20  4wt%. Practical coating increased weight should be no less than 80% of theoretical
increased weight.

According to the present invention, said dripping pill can be either coated or
un—coated. In order to convenient administration, said dripping pills can be loaded
25 into capsule.

CLINICAL TRIAL

In phase 1II clinical trial, a double—blind, placebo—controlled, randomized,

30 multi—center, parallel-controlled clinical trial had been conducted to evaluate safety
and efficacy of said Chinese medicine composition (coded as “T89-005—-0001-AU")
of present invention on patients with chronic stable angina pectoris. The objective of
this phase II clinical trial was to confirm the efficacy of said Chinese medicine
composition on patients with chronic stable angina pectoris, and to assess the

35 efficacy of said Chinese medicine composition by increased exercise time in an
exercise tolerance test (ETT) in accordance with the Standard Bruce Protocol. The
second objective was to evaluate the safety and tolerance of said Chinese medicine
composition on patients with chronic stable angina pectoris.

40 Preliminary test, after approval by the Australia Drug Administration (TGA), was
conducted in Australia and New Zealand. Design of this trial was essentially the same
as the trial in US (Coded as “T89-005-0003-US"), except there were only two groups
in this trial: placebo group, trial group (375mg said Chinese medicine composition
prepared in accordance with EXAMPLE 11, twice a day).



Mal e 33 (82.50) 27 (67.50) 19 (54.29) 79 (68.70) Female 7 (17.50) 13
(32.50) 16 (45.71) 36 (31.30) Race, n(% White rice 31(77.50) 27
(67.50) 24 (68.57) 82 (71.30) Black rice 2 (5.00) 5 (12.50) 6 (17.14)
13 (11.30) Asian 2 (5.00) 2 (5.00) 1(2.86) 5(4.35) Oher 5 (12.50) 6
(15.00) 4 (11.43) 15(13.05) Height (m , average (SD) 1.740.12

1.700. 11 1}i530eckéh was operated by an Australia CRO and managed by CNS. There were
totally 10 patients enrolled in an Australia Center and a New Zealand Center. This trial
was started in May, 2008, and finished in July, 2009. The trial of last patient was

5 finished in May, 2009.

This trial research included two parts: the one was a 2-week study on screening the
patients’ baseline value in ETT into groups twice: another one was 8-week
double-blind, placebo—controlled and randomized study, that is, the treadmill trial
10  when the drug absorption reached wave peak and wave valley in 4" week and 8" week.

Patients who have moderate chronic stable angina pectoris, aged 18~80, and
diagnosed as grade II or grade III angina pectoris by Canadian Cardiovascular
Society (CCS) could accept the ETT in accordance with the Standard Bruce Protocol.
15 Except those who had been allowed to take short—effective drugs, e.g. nitroglycerin, B
—blocker or calcium channel blockers during 14—day screening stage, the patients
were required to suspend drug previously used for treating angina pectoris. The
patients must receive a series of inspections during the screening stage: case history,
physical examination, resting electrocardiogram, measurement of blood pressure,
20 heart rate and examination of clinical inspection items. The patients eligible for
inclusion should have a detailed case history document of myocardial infarction (Ml) or
severe coronary heart disease, which was diagnosed by non—~invasive or angiography.
Moreover, their symptoms should support the diagnosis of chronic angina pectoris,
and/or the angina pectoris patients had the history of motion abnormality reaction
25 and/or ECG changes. In addition, the eligible patients should have limited sport ability
(maximum TED in the Standard Bruce Protocol is 3~7min), which should be
confirmed on —7" day and 0" day. In tolerance test, however, difference between two
tests could not be more than 15% of longer test. After two visits on =7™ day and 0"
day, the eligible patients were randomly assigned into groups.
30
Totally, 10 patients were included and assigned into 1 and 2 treating groups. In
double-blind stage, the patients should write down the frequency of angina pectoris
and dosage of short—effective nitroglycerin in daily card. According to the Standard
Bruce Protocol, the ETT was performed on 28" day (wave peak, 1~2 hour (s) after
35  administration), 29" day (wave valley, 11~13 hours after administration), 56" day
(wave peak) and 57" day (wave valley).

According to the original plan, at least 70 patients with chronic stable angina pectoris
should be enrolled, and 60 of them would complete the trial with 30 subjects in each

40 group. However, because the researchers didn’t foresee difficulties of enrolling the
subjects in Australia and New Zealand, until termination of trial, there were only 10
subjects who were assigned into the groups. Among these patients, only 3 subjects
didn’t violate the agreement or dropped out of the research trial early, but they didn't
have any statistical significance for efficacy evaluation.
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22" 2009.

The target population of the trial was male or female patients with moderate chronic
stable angina pectoris, aged 18~80, and diagnosed as grade II or grade III angina

20 pectoris by Canadian Cardiovascular Society {(CCS). The patients eligible for inclusion
should have a detailed case history document of myocardial infarction (MI) or severe
coronary heart disease, which was diagnosed by non-invasive or angiography.
Moreover, their symptoms should support the diagnosis of chronic angina pectoris,
and/or the angina pectoris patients had the history of motion abnormality reaction

25 and/or ECG changes. Except those who had been allowed to take short—effective
drugs, e.g. nitroglycerin, B-receptor blocker or calcium channel blockers during
14—day screening stage before, the patients were required to suspend drug previously
used for treating angina pectoris. In addition, the eligible patients should have limited
sport ability (maximum TED in the Standard Bruce Protocol is 3~7min), which should

30 be confirmed on -7 day and o day. In tolerance test, however, difference between
two tests could not be more than 15% of longer test. After two visits on ~7h day and o
day, the eligible patients were randomly assigned into groups.

The participating patients were randomly assigned into 3 treating groups: placebo
35 group, low—dose group and high—dose group (0, 125mg or 187.5mg, the test drug

was prepared by the method of EXAMPLE 11, administrated once for 12 hours with

daily dose of 0, 250mg and 375mg.). Other simultaneously-taken drugs for treating

angina pectoris would be stopped. If need be, the short—effective nitroglycerin and a

kind of B-receptor blocker or calcium channel blockers. The duration of treatment
40 was 8 weeks.

In double—blind stage, the patients should write down the frequency of angina pectoris
and dosage of short—effective nitroglycerin in daily card. According to the Sfandard
Bruce Protocol, the ETT was performed on 28" day (wave peak, 1~2 hour (s) after



Rel ative to the baseline, average of changes* 43. 359.73 24.158. 01
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12.2 N A Bﬂt-%ggéiy CPRIPI(s) 370.7618.36 341.3315. 25
5 The whole phase II clinical trial strictly followed the requirements of the GCP. Before

the drugs were distributed to study center (s), training program had been completed
on the researchers, and the GCP training program and visits in the study center (s) was
launched. In the trial, all of severe adverse events (SAE) report should be reviewed and
approved by the Institutional Review Board (IRB). Because no SAE had taken place in

10 relating to tested drugs and trial plan, there were no relevant suggestions proposed by
the IRB during the whole trial. All publicity materials, e.g. leaflet, TV script and
brochure, were not handed out, until being approved by the IRB. All patients who
volunteered to take part in the test needed signing the informed consent form and
achieved. The CRO clinical inspector completed monitoring all centers. Besides, the

15 applicant and CRO had completed visiting research process and training program on
related persons.

1 .1.3 Determination of sample size

Based on the assumption of normal distribution of the ETT data and individual SD
20  within 90s, 30 evaluable patients were needed in each group and successful rate 80%,

so as to detect the TED difference within 30s between 187.5mg Chinese medicine

composition group and placebo group in primary endpoint. Taking 20% dropping rate

into account, it was estimated to need 36 patients entering the groups.

25 I .1.4 Analysis of data
All data were twice inputted into third—part provided software CRF 21 (DMsys 5.0).
Under the control by the Data manager, at least two independent data inputters were
needed. Before data locking, all work should be completed, including CRF review,
DCF query, error checking and data cleaning. Before locking the record of data

30 locking, the data examination committee would give a double review on the decision
and reasons why the patients were excluded from ITT or PPT analysis set. Process of
opening the blind was divided into steps: the first step was to, after data locking, open
the grouping code and divide into three groups of A, B and C in accordance with the
blind code to perform data analysis; the second step was to make clear what treating

35 method three groups of A, B and C represented respectively.

ITT analysis set: the ITT analysis set included the patients who at least once received
the ETT. Two excluded patients were present in Table 1.

40 Table 1 subjects excluded from the ITT analysis set

No. Reason

101 1. The ETT baseline was not set up correctly on the ETT
testing machine newly bought by center (s), which was found
out by the clinical inspector after randomization of first

11
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5 were permitted to stay in the set. The list of paﬂents excluded from the PPT was seen
in Table 2 and Table 3.
Table 2 subjects excluded from the PPT analysis set due to baseline deviation
No. Exclusion criteria
At least once ETT baseline more than 7 | Difference between two baselines
min was more than 15%
101 N
103 N
301 N
303 ~
308 N
310 v
311 v
405 N
412 N
415 N
10 Table 3 subjects excluded due to taking forbidden accompany drugs
No. Forbidden drugs
103 metoprolol+amlodipine
105 COPD history
110 COPD history, received one—day atomizer treatment on September 9™ 2009.
115 Carvedilolt+amlodipine+ranolazine
308 CPOD history
311 Ranolazine
412 Metoprolol+amlodipine
501 Atenolol +nifedipine
502 No obvious symptom of COPD, but had possibility
504 Warfarin
708 Ranolazine
722 CPOD history
1002 CPOD history
1103 CPOD
1107 Warfarin
1108 Metoprolol+amlodipine
1201 Ranclazine
1501 Metoprolol+amlodipinetranolazine

12



21 .696 .19 20.9011.33 Inprovenentrel ativetothe Placebo group (5)**
30.52 0.78 NV A 29th day TED (s) 360.00 21.81 329.4116.46 335.0020. 10
Rel ati vet ot hebasel i ne, average of changes* 64.5414.08 40. 3210. 06
23.1912.18 |Inprovenentrel ativetothe Placebo group (5)** 41, 34***
17.13 N A _56t%02day TEB={B¥in860. 48 26. 46 343.0317.91 353.29 20,29 |
Rel ati vet ot hebasel i ne. average of changes* 62.9016.45 56 .47 14 .06

48. 5311. Hhiet) ARELQCETRILY 418 LEVREIOLOEINRIAEENS Wab AHB td@h e théted Griy &3
least once.
Dealing with the fall-off or missing value: for patients who missed data at 571 day, the
5 last—~observed data before was used to replace the missed value except observing the
baseline. In ITT set population, 15 patients (12.2%) terminated the trial in the absence
of the exercise test at 57" day, 6 patients in Group A (43 cases), 3 patients in Group
B (37 cases), and 6 patients in Group C (43 cases). The final observation time of 2
patients was at 28" day, 4 patients at 56" day and 2 patients at 29™ day. There were
10 7 patients who missed the data in the main end point at 57" day, and had been
marked with N/A because they had only baseline of the ETT.

I .1.5 Population characteristics

About 70% of subjects were the white race; the average age was 60 years old. No
15  obvious difference in the baseline and population characteristics between treating

groups. Population statistics and baseline characteristics were seen Fig.2, Fig.3 and

Table 4.

Table 4 population statistical characteristics in each treating group (ITT analysis set)

20

Characteristics H(High dose) L (low dose) P (placebo) sum (n)
(n=40) (n=40) (n=35) (n=115)

Age, average (SD) | 62.15+9.16 60.68+9.77 60.09+8.64 61.01+9.19

(year)

Age, Percentage (%)

=60 23 (57.50) 24 (60.00) 18 (51.43) 65 (56.52)

<60 17 (42.50) 16 (40.00) 17 (48.57) 50 (43.48)

Gender, n (%)

Male 33 (82.50) 27 (67.50) 19 (54.29) 79 (68.70)

Female 7 (17.50) 13 (32.50) 16 (45.71) 36 (31.30)

Race, n(%)

White rice 31 (77.50) 27 (67.50) 24 (68.57) 82 (71.30)

Black rice 2 (5.00) 5 (12.50) 6(17.14) 13 (11.30)

Asian 2 (5.00) 2 (5.00) 1 (2.86) 5(4.35)

Other 5 (12.50) 6 (15.00) 4 (11.43) 15(13.05)

Height (m) , average | 1.74%0.12 1.70x0.11 1.69+0.10 1.71x£0.11

(SD)

Weight (kg) , average | 97.13+£21.82 90.27+£21.07 92.67+£23.32 93.39+22.03

(3D)

TED baseline, | 304.65187.51 286.351+81.28 | 308.93+76.84 | 299.59+82.09

average (SD)

1 .1.6 Efficacy outcomes

ITT and PPT analysis set were assessed together. Without the mid—term analysis of

efficacy evaluation in this trial, the P value didn’t need data adjustment.

According to the Standard Bruce Protocol, the main indexes for therapeutic effects
25 was to compare the change of TED when the drug content reached peak valley level in

patients between treating group and placebo group in 4™ and 8" week. The arithmetic

average of mixed data collected from various centers and the standard deviation (SD)

13
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Improvement relative to the placebo

group (s)**

20.69

12.2

N/A

57" day

TED (s)

370.76+£18.36

341.33+15.25

352.66+19.18

Relative to the baseline, average of

changes*

65.556+14.66

54.98+11.94

43.73%£13.26

Improvement relative to the placebo

group (s)**

21.82

11.25

N/A

= |n first step, the average changing value of TED compared with the baseline was calculated by calculating the

change of TED between each individual and baseline; in the second step, the average value and SD of that day

in the group was calculated.

*x The improvement data relative to the placebo group was calculated by subtracting the average value of

15

=*x%P<0.05, statistical significance

In the ITT

analysis set,

placebo group from the corresponding index of treating group in the same day.

there were 4 subjects who terminated the trial without

performing exercise test in 8™ week valley concentration, 12 subjects (27.9%) in high

14



20.33 (9.50) Inprovenentvs. pl acebo (p-value) 25.07(p=0.057)
3.22(p=0.80) -- 29th day Change percentage of TED relative to the
basel i ne by LSM 63. 74 (10.55) 41.31(10.53) 20.49 (11.14)

| mprovenent vs. pl acebo (p-val ue) 43.25*(p=0.005) 20.81 (p=0.18) --
57t h day dRangsupperecsm@adei.of), TEbjs@b §20.9%8) iroloivhwsbaseld (Meshy, b.oN.)

65.02 (11,84 9 . 36 I tvs. pl b
(p-val l(Je)]a §54) ElLZ% eég ﬁoﬁ%a@@p@@eb% r() --)56t hrrp(rjg;ezrﬁgc\'é)s ICC)Jh:rc1ge0

per cent age of TED relative to the basel ine by LSM 67.03 (12.77) 54.70

12 38( =0/ 2bpy® EUrnmpbepiGD SHERRT SpORRASM GG .ot oY LAl Set”

15Tabl e vamal yS| @iddle LSM on the | Apuigvesent L(afv JBED 1 N Eplacdbo)SD (TN
anal ysi s |set) (n=26) (n=32) (n=31)
—7th day Baseline TED (s) 295.46 * | 292.59+14.56 311.80+14.28
17.29
and
0" day
ogth day TED (s) 346.88 + | 314.28%£15.44 332.71+18.83
19.66
Relative to the baseline, | 51.42£12.68 | 21.69+6.19 20.90+£11.33
average of changes=
Improvement relative to the [ 30.52 0.78 N/A
placebo group (s)**
ogth day TED (s) 360.00 * | 329.41+£16.46 335.00£20.10
21.81
Relative to the baseline, | 64.541+14.08 | 40.32+10.06 23.19+12.18
average of changes*
Improvement relative to the | 41.34+%%x 17.13 N/A
placebo group (s)**
56h day TED (s) 360.48 + | 343.03%£17.91 353.29+ 20.29
26.46
Relative to the baseline, | 62.90£16.45 | 56.471£14.06 48.53+11.31
average of changes*
Improvement relative to the | 14,37 7.93 N/A
placebo group (s)*~*
57t day TED (s) 375.08 + [ 343.56+16.33 359.55+20.16
26.70
Relative to the baseline, | 79.62+20.96 | 50.97+£13.22 47.741+13.63
average of changes*
Improvement relative to the | 31.87 3.23 N/A
placebo group (s)**

5 = |n first step, the average changing value of TED compared with the baseline was calculated by calculating the
change of TED between each individual and baseline; in the second step, the average value and SD of that day
in the group was calculated.

** The improvement data relative to the placebo group was calculated by subtracting the average value of
placebo group from the corresponding index of treating group in the same day.
10 *xxP<0, 05, statistical significance
As shown in table 5, Fig.4 and Fig.5, for the population eligible to ITT analysis set, the
change of TED average value was more than the one in placebo group in patients who
had taken the Chinese medicine composition (187.5mg or 125mg, t.i.d.). The
improvement result of patients in high dose group (187.5mg, b.i.d.) taking the
15 Chinese medicine composition was much higher than that in low dose group (125mg,
b.i.d.) at peak and valley concentration, in support of dose—effect relationship. Similar
results taken place in PPT analysis set, please table 6, Fig.6 and Fig.7. It was
illustrated the effect of the Chinese medicine composition on anti—angina pectoris.

20 B) Main effective data analysis, adjusted in accordance with the age
Change of TED did not have a positive correlation with baseline, body weight and
gender (Fig.8a and Fig. 8b). It was observed that change of TED had a positive

15



TED change H (H gh dose) (n=26) L (Low dose) (n=32) P (placebo)

(n=31) 28th day Changepercentageof TED relative to the baseline by LSM
53. 60(10. 60) 21.36(9.52) 19.42(9.69)
(p-val ue) 34.18*(p=0.02) 1.94(p=0.89)

| mpr ovenent vs.
Changeper cent ageof TED

pl acebo

rel ative dooelatien bas etd @ ibyalllvENs 21 ETB(rITI2haBsid B68(FTDP).6. 53( 3. 77)

| nprovenent vs.

pl acebo (p-value) 14.60*(p=0.01) 1.57(p=0.77)

day Changepercentageof TED rel ative to the baseline by LSM
66. 35( 12.@rpidetnaldelcbrsifion be®@en theeade anchvprbvepteremert, apd ddlgbrrce of
(p-val ue)agd4.ifddr fipe8.Pdgel LBMKOD Wd=Qsetb)o calculate the statidfically significant
5 difference between treatment group and placebo group by the LSM. (Table 7, 8 and
Fig.10a—-b. Fig.10a—b showed the analysis of LSM on the improvement of TED relative
to the baseline in the ITT analysis set population separately at peak and valley
concentration; Fig.10a showed the analysis of LSM on the improvement of TED
relative to the baseline in the ITT analysis set population at valley concentration; Fig.

10 10b showed the analysis of LSM on the improvement of TED relative to the baseline in
the ITT analysis set population at peak concentration.)
Table 7 analysis of LSM on the improvement of TED in ETT, X SD (ITT analysis set)
TED change B (High dose}) A (Low dose) C (Placebo)
{n=40) (n=40) (n=35)
28™ day | Change percentage of TED
relative to the baseline by | 45.40 (8.90) 23.55(8.88) 20.33 (9.50)
LSM
Improvement vs. placebo _ _ L
(p-value) 25.07 (p=0.057) 3.22 (p=0.80)
Change percentage of TED
29" day | relative to the baseline by | 63.74 (10.55) 41.31 (10.53) 20.49 (11.14)
LSM
Improvement vs. placebo . _ _ .
(p-value) 43.25% (p=0.005) | 20.81(p=0.18)
57™ day | Change percentage of TED
relative to the baseline by | 65.02 (11.84) 54.88 (11.82) 39.59 (12.36)
LSM
Improvement vs. placebo _ _ L
(p—value) 25.42(p=0.14) 15.28(p=0.37)
56 day | Change percentage of TED
relative to the baseline by | 67.03 (12.77) 54.70 (12.91) 42.31 (13.81)
(LOCF)
LSM
Improvement vs. placebo _ _ L
(p-value) 24.71(p=0.19) 12.38(p=0.51)
P<0.05, statistically significant difference
15  Table 8 analysis of LSM on the improvement of TED in ETT, X SD (ITT analysis set)

H (High dose) L (Low dose) P (placebo)
TED change (n=26) (n=32) (n=31)
Change percentage of TED
relative to the baseline by LSM 53.60(10.60) 21.36(9.52) 19.42(9.69)
" Improvement vs. placebo (p-value) 34,18+ (p=0.02) | 1.94 (p=0.89) | —
28" day
Change percentage of TED
relative to the baseline by LSM 21.13(4.12) 8.10(3.70) 6.53(3.77)
Improvement vs. placebo (p-value) 14.60%(p=0.01) 1.57 (p=0.77) —
th Change percentage of TED
29" day relative to the bassline by LSM 66.35(12.67) 40.40(11.56) 21.60(11.60)
Improvement vs. placebo (p-value) 44 .74+ (p=0.01) 18.79 (p=0.25) | —
Tl NP ,.\ b ey TEN A Q7 (5 2p) 15 50 (4 Q) Ao (4 oM
A\ Iy lyU [JUI\JUIIlauU \val T o U7 WoJJT T IO LT A= s w e A\ KAV}
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relative to the baseline by LSM | mprovenent vs. placebo (p-val ue)
18. 01* (p=0.015) 8.73(p=0.21) -- 56th day Changepercent ageof TED
relative to the baseline by LSM 65.56(14.50) 56.35(13.19)
46.43(13.22) Inprovenent vs. placebo (p-value) 19.13(1)=0.33)

9. 91(p=0Q. 60) -1 relirandepesatentyag¥of TED rel ative to the baseline by
LSM 22. 64(5. 81) "@RverF &. 8o @5’3'@77(5 13@)1* DF%T% Snsni=¢:31) ptacebo
(p-valueg) 7.57 @par@e349rce81ta@é) b= TED266)5 56 ZtP ay (5%@5}%19 43(13.2
Changeper cent agetstiEED thegegdtina/ey LEY t|he bgse ):jne by LSM 52 94 (16. 4§)
50. 47 (145689Qy 4 BpdEndbys Bhfebo (orvprebV e ment3(owe.33)pl El@éb@ =069 val ue)
37.47(p=0. 10 Change percentage of TED
(ps0. 10) elative o the baseline by LeM | 22-64(5-87) 23.47(5.28) 15.07(5.30)
Improvement vs. placebo (p-value) 7.57 (p=0.34) 8.40 (p=0.26) —
Change ©percentage of TED
relative to the baseline by LSM 82.94 (16.48) 50.47 {(14.80) 45.47(15.07)
57" day | Improvement vs. placebo (p-value) 37.47(p=0.10) 5.00{p=0.81) -
(LOCF) [ Change percentage of TED
relative to the baseline by LSM 30.87(6.57) 20.93(5.90) 15.68(6.00)
Improvement vs. placebo (p-value) 15.19(p=0.09) 5.24(p=0.53) -

As shown above, there was an obvious dose—effect relationship in TED improvement.

That is to say, as the dose increased, the efficacy became more significant. For

example, on o9t day, compared with the placebo group, the high dose group and low
5 dose group were increased by 19s and 45s respectively.

On 28" and 29" day, there was a statistically significant difference between high dose
group and placebo group.

C) Secondary effective data analysis
The secondary effective data included the weekly frequency of angina (WFA), the
weekly nitroglycerin consumption (WNC), the time to ST depression (TSTD), the time
to chest pain (TCP) and the quality of life (QoL). ECG and biochemical indices were
monitored as exploratory parameters.

10

15

As shown in Fig.12a and Fig.12b, compared with the placebo group and low dose
group (125mg, b.i.d.), there was a clinical significance in decreasing average
frequency of angina pectoris in high dose group (187.5mg, b.i.d). Compared with the
placebo group, Fig.13a and Fig. 13b showed that two treatment groups (187.5mg
and 125mg) had a significant efficacy in clinically decreasing the dose. The WFA of
average baseline was 2.74 times per week, the WNC of average baseline 0.53mg per
week.

20

In the PPT set, compared with the placebo group, the frequency of angina pectoris
and nitroglycerine consumption decreased significantly in patients who had taken the
Chinese medicine composition. In the IIT set, there were 20 patients who had taken the
forbidden drug, and it was likely to reduce the clinical effects of the Chinese medicine
composition. Fig.11a—b showed the analysis of LSM on the improvement of TED
relative to the baseline in the PPT analysis set population separately at peak and valley
concentration. Fig.11a showed the analysis of LSM on the improvement of TED
relative to the baseline in the PPT analysis set population at valley concentration; Fig.
11b showed the analysis of LSM on the improvement of TED relative to the baseline in
the PPT analysis set population at peak concentration.

25
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0.53nmg per week. In the PPT set, conpared with the placebo group, the

f r equency:soshoangnriablpe®t @rd Big. 25, Hrede mias raoginacailitng genganpe iohd STD
decr agseesidgpni the eantdasei glowatwbetvallswhanbasly Hake Brdupe Comipaasewith the

medi ci ne SkduOtherd Bad BeidibteaftioniBETt i E R4t bRt Hah ent i J2ad
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anal ysi s isshem@\eitgrtt Neough poslesient the STTEIY M &1t SEPFRESIPR URGRE IPalde! IPMe i n
t he PPT anabysight detresuepink atliabilitys epércateelly, tats tperakwan donvsdtbéreywithi3the

concgpt r atd @8 of Fith dddborfiowed the analysis of LSMon the inprovenent
of TED relative to the baseline in the PPT analysis set popul ation at

val l ey concentration; Fig. Ilb showed the analysis of LSMon the
i nprove of , JED relatiwe to the baselinge in PR, I S set
popul at 1 dAbi 0, AR o 91 B 7 itaient RGN hf i e o S euBR
conpared guf)t h the placebo group, the TCP (peak val ue apd val | ey
val ue) VeI THIhiGAMEsE)Y=hdICT CRB Bdw laPscl BEANT Ve[ p@atdbe) Pase! 1 ne in
bot h treatment | groups of Chinese medicine conmppsition. It was
i I'l ustr aiBdaf habod fae ©CTE4Nese) STedllBiNS.7¢ ¢FROS| | pearsi1Radad fero)
ant i angi/nal «&f | emloo+3abd =) cChpswe sabs b3ie-18) T afkosidones.ed (nag)gi Na
pect or i § 208 Jayl 33BETd1 (nX12)SD)| kdoTob+a1ad ¥S145 SPE)7.sbk68bd4 Rgs)T 1 Me H
(H gh do$6) dayL{ EBVé0dased (n=1) ( P| eszed2eps. sPlbiay| Z8BoI8#Isn3g (N=25)

57" day | 321.79+31.73 (n=19) 287.00£27.65 (n=18) 306.57+34.99 (n=7)

20 D) Analysis of biochemical indices and life quality questionnaire

25

30

The Seattle Angina Questionnaire (SAQ) was used to investigate the improvement of
life guality. No statistically significant difference had been found between treatment
groups and placebo group (Fig. 16).
In this trial, the biochemical markers were analyzed only for exploring useful
biochemical indices for clinical trial or clinical monitoring in the future. The statistical
difference between treatment groups had not been assessed. An exploratory model
analysis was done on biochemical indices, the main endpoint index and secondary
endpoint index. In addition, the change of biochemical indices between different times,
different dose groups and different subgroups was monitored.

The average of aforementioned biochemical indices was present as follows, which
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274. 41+ 14.43 (n=23) 293.50+16.78 (n=26) 28th day 333.88+21.90 (n=17)
309. 00+21. 56 (n=18) 308.28+25.12 (n=18) 29th day 329.06+25. 34 (n=15)
311.95+21.19 (n=19) 300.59+27.31 (n=17) 56th day 338.56+28.69 (n=16)
332.3522.04 (n=17) 327,60+26.22 (n=15) 57th day 337.78+24.51 (n=18)
336. 26+1%rdBddonz23ith 8d8e @AtigteribZer(BEA0kands shown in table 10 and
Fig. 15, there was conparability in the change of TSTD 10 between the

hi gh dos val l e dIo ro red wi.th the
Dl Scebo. gt Rih bR T emp Ry l.%creg ki BRe snBORlp Hidlojel
bot h treaW raj'ﬁ@@s@wowy%eeﬁhrelﬂtemsat B 1¢haey t ¢ el theerlpeshre
conposi t ignouhad-Plhe enid efmeticaealinaht ¢rochrendslowtfeectighthl tateugh2s™ day,

anal ysi s |t pf ke v§ﬂ]es&95r§ehtsd€«% %l@érpfheu@ﬁ'lﬁéser Blcldinee cbapoditioraliBoth
m ght de(% se.the re this trend was

consi st en?ea?m?rﬁ gtr%ueoslvgarsecgeur asgdigreng?/n Fregn?i‘léb)l nt. Table 10 tine of 0.1

mv ST-segnent depression in the ETT(S), X SD (I'n anal ysis set)

Treating I-Ldv\g@erl_'a db BN A28 ARdM e indkRW Hda$®) refeNatip AtRINRCABPach

( n:351}) Otother ut a?so ngh the%asgﬁme value of TED and the change of TED on 29" day and
57" day. It was unable to establish a relevance or predictive model. Accordingly,
efficacy evaluation by biochemical indices was yet to be confirmed. Fig. 19 showed
the correlation between the biochemical indices and the ETT.

15 I .1.7 Grouping trial
In order to evaluate whether the effectiveness of the Chinese medicine was kept
consistent with a wide range of chronic angina pectoris population, an exploratory
analysis had been done on different groups. Age (<64.5 years old or =64.5 years old)
and TED baseline (<300s or =300s) were respectively regarded as the inclusion
20  criteria for each group.

Compared with the group (younger than 64.5 years old), TED was apparently
improved in older patients who were treated with different dose of the Chinese
medicine composition. It was noteworthy that the placebo produced much more effect
25 in <<64.5 years age group (Fig.20a) than =64.5 years age group (Fig.20b). Fig.
20a-b depicted the change of TED relative to the baseline in populations with different
ages. Fig. 20a depicted the change of TED relative to the baseline in populations (<
64.5 years old). Fig. 20b depicted the change of TED relative to the baseline in
populations (=64.5 years old). The patients in =64.5 years age group, however,
30 were treated by the placebo with a little or no effect, or even lower than the baseline.
This phenomenon couid explain why the older population had a worse health than that
of the younger. Accordingly, their health could hardly be improved only by the placebo.
These results suggested that in this study the elderly population might be more
sensitive to the efficacy of the Chinese medicine composition in primary endpoint.
35
Similarly, the placebo produced a clearer effect in relatively better health group
(according to baseline TED value, baseline =300s) than that in <300s group. These
results were same with the conclusion drawn from the age grouping (Fig.21a). The
poorer health the patients had in baseline level, the less improvement effect that was
40 produced by the placebo (Fig. 21b).

1 .1.8 Evaluation of treatment compliance

As shown in the evaluation of drug compliance, the number of patients who missed
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(n=20) 261.29+ 19.77 (n=21) 288.81+21.23 (n=19) 28th day 309. 00+39. 08
(n=12) 300.1524.53(n=13) 298.40+68.86 (n=5) 29th day 308.25+41. 81
(n=12) 292.93+26.61 (n=14) 277.80+59.95 (n=5) 56th day 321.80+40. 96
(n=10) 308.82+28.87 (n=11) 274.50+61.38 (n=4) 57th day 321.79+31.73
(n=19) 28ZkifPaRéadDnErap8)e 3AEIBFHARIIVefinamong 2oB} tréaiad eps poups (Fig.
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t akertSt hé’eémﬁéé’éq W@dfe@ltrﬂémcgwﬁ?fé SOHPPAT SR PY ‘i@é%ﬂ?'ﬁﬂnt groups was
decreased greatly. (Fig. 18) However, aforenentioned bi ochem cal

i ndi ces hpd .eaefflcatypturomalyi p not only with each 10 other, but al so

wi th the hageling wal #esof T&:hPc tia hﬁBQC—B 59530 s )| ERr9R ?rgttlchw day,
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e
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conf i2p rredallqy qgntenbokihewed of heweek ard &t Verk) beemeaigdtia the @léh@?ﬁ @ravps
i ndi ces amdrdving tETETT b the Chidedarraegicing comipakition (187.5mg) was of statistical

and clinical significance on 29" day and 57" day (valley value).

Tolerance time in the ETT showed a clear dose—effect relationship. After 4-week
25 treatment, compared with the baseline value (300s), the tolerance time of both low

dose and high dose groups were increased respectively by 17s and 44s (valley value).

With the improved training effect after 8—week treatment in the placebo group, the

change of both high dose and low dose groups was 28s, compared with the placebo

group. Absolute value of the TED started to rise continuously from 28" day and ogth
30 day.

The TED change of the valley level in each dose group was more than that of the peak
level on 4" week and 8" week, which illustrated a time delay between the maximum
effect of the Chinese medicine composition and concentration. Due to having a
35 different mechanism with the nitroglycerin in antianginal effect, this time delay
happening to the Chinese medicine composition was understandable. There was no
data in support of the training effect possibility (the valley ETT was performed at
second day after the peak ETT). Both peak and valley TED were same in the placebo.

40 Aforementioned results analyzed not only by the ITT set, but also the PPT set, were
consistent. More importantly, other secondary efficacy indices consistently pointed to
a unified trend, e.g. life quality improvement, delayed attack of angina pectoris in the
ETT, delayed ST—-segment depression, lowered weekly frequency of angina pectoris,
reduced weekly nitroglycerin consumption and biochemical indices. Almost, they
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35 Compared with the placebo group, none of obvious evidence was present to support
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20 Table 11 administration of drugs in different groups (SD)

I nformati on Low group dose Hi gh group dose Pl acebo group Seri al
nunber of patients 42 44 38 Male(case) 28 37 21 Fenale (case) 13
7 17 Average age (year) 60.5 61.7 61.0 AdministrationDay 1-14 1 1
0 of drugBaypraldng28 (Xc (QT interval corrected value) on 14" day, 4™ week and 8" week. 5

SAEs were unrelated with the study or drug. Other AEs were few and relative small,

which occurred before the clinical trial. Maybe, they were unrelated with the drugs (e.g.

tooth pain, flu or chest pain). By cross—comparison, there was a same incidence rate
5 in the placebo group.

Table 12 Adverse drug reaction rate in each group (SD)

) Low dose High dose Placebo group
Adverse drug reaction event Event event
System Fatigue 3 (7.3%) 4 (9.1%) 5(13.2%)
Pain (neck, shoulder, back, 5 (12.2%) 3 (6.8%) 5 (13.2%)
muscle, leg, arm, hand,
tooth)
Flu (fever, snivel, sinus, 4 (9.8%) 4 (9.1%) 0 (0%)
cough)
Allergy 1(2.4%) 2 (4.5%) 0 (0%)
Systemic infection 0 (%) 1 (2.3%, bacterial 1 (2.6%, Local
infection ) infection)
Congestion 0 (0%) 0 (0%) 1(2.6%)
Cramp (body and limb) 1(2.4%) 0 (0%) 0 (0%)
Weight gain 0 (0%) 0 (0%) 1(2.6%)
Swelling Hand 1(2.4%) 0 (0%) 1(2.6%)
Arm 1(2.4%) 0 (0%) 0 (0%)
Toe 1(2.4%) 0 (0%) 0 (0%)
Foot 0 (0%) 1(2.3%) 0 (0%)
Numbness Paralysis 0 (0%) 1(2.3%) 0 (0%)
Toe 1(2.4%) 0 (0%) 0 (0%)
Hand 1(2.4%) 1(2.3%) 0 (0%)
Arm 0 (0%) 2 (4.5%) 0 (0%)
Heart system Short breath, chest pain, 5 (12.2%) 4(9.1%) 9 (23.7%)
chest tightness, chest
pain/uncomfortableness*
Coronary atherosclerotic 0 (0%) 1(2.3%) 0 (0%)
heart disease (CAHD)
Atrial fibrillation 0 (0%) 1(2.3%) 1(2.6%)
Acute myocardial infarction 1(2.4%) 0 {0%) 0 (0%)
CAD deterioration 0 (0%) 0 (0%) 1(2.6%)
Atrial flutter 0 (0%) 1(2.3%) 0 (0%)
Abnormal heart beating 0 (0%) 2 (4.5%) 1(2.6%)
Vascular lesion 0 (0%) 0 (0%) 1(2.6%)
Digestive Dyspepsia 1(2.4%) 1 (2.3%) 3 (7.9%)
system Nausea 2 (4.9%) 1 (2.3%) 0 (0%)
Vomit 2 (4.9%) 1(2.3%) 0 (0%)
Gastric emphysema 1(2.4%) 2 (4.5%) 0 (0%)
Defecation 1(2.4%) 0 (0%) 0 (0%)
Diarrhea 1(2.4%) 0 (0%) 2 (5.3%)
Stomach burn 0 (0%) 4 (9.1%) 0 (0%)
Gastrointestinal discomfort 0 (0%) 0 (0%) 2 (5.3%)
Gastric discomfort 0 (0%) 1(2.3%) 1(2.6%)
Oral abnormal flavor 0 (0%) 1(2.3%) 0 (0%)
Mouth bubble 0 (0%) 0 (0%) 1(2.6%)




1 (case)> Day 28 38 39 37 Average dosing period 53.9 52.8 55.3
a) Summary of safety data By analysis, in total 123 patients, there
were 51% of subjects having the ADR (21/41) 25 in the | ow dose group,
61% in_the high dose group (27/44), and 66%in _the placebo group
(25/38). Most of tPefecABR was |ight i ®he clidil@d®r trial, af¥had no
rel ationship wth Digictigst ed drug. All(CABRsS wer23%) sted i notedl e 12.
Anong them the Cl-tt;)assydmh@m; (e g tap(b%pnea, 1({5213%1 t1ght near%)and
chest paiBilator i Y e. 0.

nmuscul ars,ystéreg, ar
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reduced signifi canibdonnia35Conpar ed wi t2H4©Ke pl ad2B®) gr oup, AdkE of
obvi ous evi dence wasiepr esent to suppar®.4%) he prebmnged Qlco (0@
interval correct eTg ¥l ue) on 14t h day,(o4fh weekoapd 8th wegk%)b SAES

(
were unrelated w Tl heOT ¢ (0% 5 339 . A)
relative small, whi & ngsxé\,ui’i’cu DeTor & (Bd e—ct i"i(b,d"f trt+at I'I\v"" éllﬂ’ they
wer e unrel ated wi ththe drugs—{(e-g—toothpain—iu—er—chest pa A}
o, No [ -
By cross- corrpar| son®®Pbre was a s ”?-#Z"i)dpn d0%) nt A% acebe
' ' n “eaet N

rou AdVeEFse oln s 1P
gr ugpr e'é@?'iyon taghy @Rﬂ@leddev'efﬁ@ﬂow gh dosd? E%ént PI(%ebo qr oup? &dnt
Syst em F&f"gue 3 (Jtin8%gract(necidfp 5(13.020%) Pai R(@eck, shoul def2.458lck,
nuscl e, biag, arm handh tooth) 5 (12.2%0 B%) 6. 8% (55%13. 2% 0 (0%)
Flu(fever, snivel ,SgRuS, cough) 4 (9. 8%.4%) 1(2.3%) 0 (0%)
Eye itching 0 (0%) 0 (0%) 1(2.6%)
Intermittent bright eye 1(2.4%) 0 (0%) 0 (0%)
Blurred vision 1(2.4%) 0 (0%) 0 (0%)
Intermittent tinnitus 0 (0%) 1(2.3%) 0 (0%)
Rib bruise 1(2.4%) 0 (0%) 0 (0%)
Eye and ear Eye itching 0 (0%) 1(2.3%) 0 (0%)
Intermittent bright eye 0 (0%) 1(2.3%) 0 (0%)
Blurred vision 0 (0%) 1(2.3%) 0 (0%)
Intermittent tinnitus 0 (0%) 1(2.3%) 0 (0%)
Biomarker CRP 2 (4.9%) 1(2.3%) 3 (7.9%)
Increased LP-PLA2 value 1(2.4%) 1(2.3%) 2 (5.3%)
Increased BNP value 0 (0%) 2 (4.5%) 0 (0%)
Abnormal value Increased leukocyte esterase 1 (2.4%) 0 (0%) 0 (0%)
of tested results ~|ncreased creatinine 0 (0%) 1(2.3%) 1(2.6%)
in laboratory Increased blood urea 0 (0%) 1(2.3%) 0 (0%)
Slight prerenal azotemia 0 (0%) 1(2.3%) 0 (0%)
(symptom)
AST increase 0 (0%) 2 (4.5%) 0 (0%)
ALT increase 0 (0%) 2 (4.5%) 0 (0%)
eGFR decrease 0 (0%) 0 (0%) 2 (5.3%)
(+++) urine protein 0 (0%) 0 (0%) 1(2.6%)
Hyperglycemia 0 (0%) 1(2.3%) 0 (0%)

* referred to the incidence ratio of ADRs in each group. There were totally 41 patients in the low dose

group, 44 patients in the high dose group, and 38 patients in the placebo group.

Except three severe ADRs, most of the ADRs occurring in three groups were believed
5 to be in mild or moderate degree. There was one patient with diabetic foot ulcer

(uncorrelated) in the low dose group, one with headache (uncorrelated) in the high

dose group, and one with intense chest pain (uncorrelated) in the placebo group.
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4 (9.1% 0 (0% Allergy 1 (2.4% 2 (4.59%9 0 (0% System c infection
0 (99 1(2.3%bacterial infection ) 1(2.6% Local infection)
Congestion 0 (0% O (0% 1 (2.6%9 Cramp (body and linb) 1(2.4% O
(0% 0 (0% Weight gain 0 (0% O (0% 1 (2.6% SwellingHand 1(2.4%
0 (0% 1 (2.69%9 Arm1(2.4% 0 (0% O (0% Toe 1 (2.4% 0 (0%
The patients included in this study had complicated disease history, progressive
disease and combined medication. By judgment, the treatment-related AE included:
e Low dose group (5 cases): 1 case of mild dizziness; 1 case of mild diarrhea; 1
5 case of mild indigestion; 1 case of mild watery stool and 1 case of mild
abdominal distension.
® High dose group (3 cases): 1 case of mild intermittent blush, distending feeling in
head and mild headache and palpitation; 1 case of mild abdominal distension
and 1 case of mild watery stool.
10 ® Placebo group (4 cases): 1 case of mild dizziness and headache; 1 case of mild
constipation; 1 case of mild indigestion and 1 case of mild sleepiness.
In the placebo group, low dose group and high dose group, the patients having
symptoms of coronary heart disease {including shout breath, chest distress, chest
pain or discomfort, angina pectoris) is 23.7%, 12.2% and 9.1%, respectively, which
15 demonstrates that Dantonic® group has significant difference from placebo group,
and has slight difference from low and high dose groups.

b) Death, other SAE and other important AE
None of dearth case had been found in the Chinese medicine composition in US
20 phase IIclinical trial. As shown in table 13, said SAE in the trial was present as follows:
1 case of cardiovascular symptoms of chest pain, atrial fibrillation and acute
myocardial infarction (AMI), 1 case of foot ulcer and 1 case of hyperglycemia. Said
SAE in the treatment groups (high and low dose) of the Chinese medicine composition
included 1 case of chest pain, 1 case of atrial fibrillation, 1 case of AMI, 1 case of foot
25 ulcer and 1 case of hyperglycemia. Besides, there were 2 SAEs in the placebo group,
displaying chest pain.

After being analyzed according to their disease history, none of SAE cases was

correlated with the drug treatment. Eventually, the results of SAE were good (1 case
30 improved and 6 cases solved completely). In the high dose group, the chest pain in 1

patient and the serious foot ulcer in another patient were believed to be more serious

than other mild and moderate AEs. In addition, there were 3 patients who had withdrew

from / early terminated the trial; they included 1 case of serious chest pain in the high

dose group, 1 case of mild foot ulcer in the low dose group and 1 case of chest pain
35 in the placebo group.

In summary, said symptoms in the study mainly belonged to mild and moderate AE,
which was related to the patients’ disease history, not related to drug treatment of the
Chinese medicine composition.

40
Table 13 Summary of reported SAE
Patient Diagnosis Severity Adopted Results Correlation
No. degree measures with the trial
104 Chest pain syndrome Severe Withdrawal from | Solved Uncorrelated
(after two times of the trial completely
baseline, before taking
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Summary of Safety

Most of the ADRs occurring in phase II clinical trial were mild and uncorrelated with
the drug treatment. Compared with the placebo group, the AEs occurring in the group
of Dantonic ® only had mildly irritating effect on the digestive system, e.g. the feeling
of abdominal distension. The appearance of slight biush was indication of the effect of
improving blood circulation. It was confirmed in the study that the Chinese medicine
composition was a clinically-used safe drug.

During the 18—-month clinical trial, all of reported 5 cases of SAE were uncorrelated
with the tested drug. Other AEs listed in disease category was seldom occurred either,
or existed previously, e.g. cold, tooth pain and chest pain. By cross—comparison, the
tested drug of the Chinese medicine composition had the same incidence ratio of AE
with the placebo group. Accordingly, it was determined that the AE had nothing to do
with the drug treatment.

I.1.11 Cardiac safety

The QT interval showed an obvious correlation with heart rate (HR). QTc was
determined by Frederica method, and consequently the QTc was independent with the
HR (Fig.23a and 23b). The average change of QTc in 2™ week, 4" week and 8" week
was determined by 2 values above the baseline (Table 14). None of prolonged QTc
was found in 2 treaiment groups during period of drug treatment.

Table 14 Time-based change of QTc in all treatment groups (ITT and PPT population)
Time—-based change of QTc

Dataset

Groups 14" day 28" /29" day 56" /57" day
High dose group 1.68 -3.89 0.72
ITT data Low dose group  0.56 0.19 0.14
Placebo group 2.98 -0.87 -2.44
High dose group 0.91 0.71 3.38
PPT data Low dose group  0.66 0.69 0.04
Placebo group 2.70 -0.19 -2.56

ILLUSTRATION OF DRAWINGS
Fig.1 was the flow chart of T89-005-0003-US trial.

Fig. 2 showed the population statistics and baseline characteristics in the ITT analysis
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deterioration O (0% O (0% 1 (2.6% Atrial flutter O (0% 1 (2.3%
0 (0% Abnormal heart beating 0 (0% 2 (4.5% 1 (2.6% Vascul ar
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g. 3 showed the population statistics and baseline characteristics in the PPT analysis

set.

Fig.4 depicted the change of the ITT analysis set population TED value in the valley
5 level of ETT.

Fig.5 depicted the change of the ITT analysis set population TED value in the peak
level of ETT.

Fig.6 showed the change of PPT analysis set population TED value relative to the
baseline in the valley level of ETT.

10 Fig.7 showed the change of PPT analysis set population TED value relative to the
baseline in the peak level of ETT.

Fig.8a—b depicted the change of ITT analysis set population TED value in relative to
different TED baseline during different period of time; Fig. 8a depicted the change of
ITT analysis set population TED value relative to different TED baseline in 29™ day; and

15 Fig. 8b depicted the change of ITT analysis set population TED value in relative to
different TED baseline on 57" day.

Fig.9 showed the correlation between the change of ITT analysis set population and
the age.

Fig.10a—b showed the analysis of LSM on the improvement of TED value relative to the

20 baseline in the ITT analysis set population separately at peak and valley concentration;
Fig.10a showed the analysis of LSM on the improvement of TED relative to the
baseline in the ITT analysis set population at valley concentration; Fig. 10b showed the
analysis of LSM on the improvement of TED relative to the baseline in the ITT analysis
set population at peak concentration.

25 Fig. 11a~b showed the analysis of LSM on the improvement of TED value relative to
the baseline in the PPT analysis set population separately at peak and valley
concentration; Fig.11a showed the analysis of LSM on the improvement of TED
relative to the baseline in the PPT analysis set population at valley concentration; Fig.
11b showed the analysis of LSM on the improvement of TED relative to the baseline in

30 the PPT analysis set population at peak concentration.

Fig.12 a—b depicted the average change of weekly angina frequency relative to the

baseline in the ITT and PPT analysis set population; Fig. 12a depicted the average

change of weekly angina frequency relative to the baseline in the ITT analysis set

population; Fig. 12b depicted the average change of weekly angina frequency relative
35 to the baseline in the PPT analysis set population.

Fig. 13a—b depicted the average change of weekly nitroglycerin consumption relative

to the baseline in the ITT and PPT analysis set population; Fig.13a depicted the

average change of weekly nitroglycerin consumption relative to the baseline in the ITT

analysis set population; Fig 13b depicted the average change of weekly nitroglycerin
40 consumption relative to the baseline in the PPT analysis set population.

Fig.14 depicted the improvement of the ITT analysis set population TCP in the valley
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Fig. 18 depicted the Lp—PLA2 change percentage relative to the baseline in the ITT

analysis set population.
Fig. 19 showed the correlation between the ETT change and the biochemical indices.

10 Fig. 20a—~b depicted the change of TED value relative to the baseline in the populations
of different ages; Fig. 20a depicted the change of TED value relative to the baseline in
population (<64.5 years old); Fig. 20b depicted the change of TED value relative to
the baseline in population (=64.5 years old).

Fig. 21a—b depicted the change of TED value relative to the baseline in the populations

15 of different baseline; Fig. 21a depicted the change of TED value relative to the
baseline in the population (baseline<300s); Fig. 21b depicted the change of TED
value relative to the baseline in the population (baseline=300s).

Fig. 22 showed the number of the ITT analysis set population who missed taking
capsule.

20 Fig. 23a—b analyzed the correlation between the QTc and the heart rate respectively in
ITT and PPT analysis set population; Fig. 23a showed the correlation between the QTc

and the heart rate in ITT analysis set population; Fig.23b showed the correlation
between the QTc and the heart rate in PPT analysis set population.

25 EMBODIMENTS
The present invention will be further described with reference to the following examples,
which are solely used to illustrate the present invention without limitation.

Preparative Example 1
30 (1) Formulation

Radlix Salvia Miltiorrhiza 45.0¢g
Radix Notoginseng 47.0¢g
Borneol 01g¢g
Adjuvant PEG-6000 18 ¢

35 One thousand dripping pills were prepared.
(2) Extraction of Radix salvia Miltiorrhiza and Radix Notoginseng:
Coarsely—ground Radix salvia Miltiorrhiza (45 .0g) and Radix Notoginseng (47.0g) were
placed into an extraction tank, into which water with 5 times the weight of the Aadix
salvia Miltiorrhiza and Radix Nofoginseng crude drugs was poured to decoct for 2
40  hours for the first time, after filtration, 4 times water was added to the drug residues to
decoct for 1 hour for the second time. After filtration, the residues were discarded.
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was presén@chige iank winese tewpseatare wap dieol as 8Gra0 @ yiapdrinitethe Hesid
pai n, at maahffihidiri+8at iTos pdisdvereubkempotanditad liguid pacdffionvasAlmoved
case 19f figQfivdirneesroangi.1 case of hyperglycem a. Said SAE in the
treatnent groups (high and | ow dose) of the Chinese nedicine
conposition included 1 case of chest pain, 1 case of atrial
fibrillatfoRharactengies of PIUCt 1 case of foot 25ul cer and 1 case of
hyper gl ydesairaoduse siad esredt-bremweisivdalask2 oSAEsilliwitht the uplfaice bige gsamug color,
g! spl ayi m@gfdh@gtin Fé&iéﬂ-anfﬁff EgﬁéEr pefidver amalwesed im;:z%nﬁi@ ﬁ?ﬁ%ﬁin agar3.34i

i segge his ¥ cases was correlated w e drug
trea?ﬁenpé/ﬂ%rﬁga%(ﬁpt he results of SAE were good (1 case 30
i nproved and 6 cases sol ved conpletely). In the high dose group, the
chest paiPenamtive fxamelet2 and t he serious foot ul cer in another patient

wer e bel ieesit-arddfd MR saffd MuBrhRar Vb dIehdBddd RordonBsier (@8 &gNesre | N
addi t ' Ong@o@ﬁriﬁg%r%_trggﬁc% faﬁ?t iﬁto\'\@@cﬁ'%té’”v&imdg ﬁ?ﬁ’eg rtr?emwéiﬁﬁtaéfl txe.Hade
t er m nat the trial; (éy,lnc ude case Of serious chest painin
the RPgh Sab&eMiisiira andcAaex Jfolaginseredueda,fvge Was peied G a869e 1gF Sup
and 1 caseusffoctheditst paienaB&ifitrative, plineebatgmaspddea isihmuargresisaegho
synpt Olmstd'ego%thgr ﬁtﬂé@b/ {c_ff&hé”syocg\%' mﬂg.eﬁifﬁérqim@tlo%, @{e?remaldé% a«tg@t &E%arw&u.ch
was rela e.. i S i.sease history, rel ate 0
troat ment 5T SRS BHP AL asP R RE domoli €l Has '*ﬁ*sfe?a%rrica%pegﬂﬁﬁ%égy of
r epor t ed OSEN PAEXER ING. ratlp QfHSsE4raskyaym e yLldeghe aveisdd e nba ladses
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tS' lrresdof e??afl@‘ WQ§slﬁQ®f cho%ldtiﬁﬂ&' 1Re o%géfﬁéoeeWarchg&@N@’I td ]ARR bheat Bindhol
ol ve C%o te% %lf %9~9(1:g/3:r fv?v)‘?ta%g allowerdut%) stand still for 12hours to separate the
supernatant, and the supernatant was filtered. The filtrate was concentrated by
removing the ethanol to obtain an extract with a relative density of 1.32~1.40.
35
Aforementioned Radix salvia Miltiorrhiza & Radix Notoginseng extract, Borneol (0.8)
and PEG-6000 (15.5g) were well mixed and heated to the temperature of 85°C. After
being mixed for 30min, the mixture was transferred to a dripping machine tank
whose temperature was kept at 80°C to drip into the liquid paraffin at 7°C. The

40 pills were taken out and the liquid paraffin was removed to give the product.
The product was a red—brownish round pill with the uniform size, smooth surface,
fragrance in smell and bitter in flavor. Pill weight was 25mg+15%/pill and 3.34%

15%mm in diameter.
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Lactitol 45¢
Pregelatinized starch 20 g

The lactitol and the pregelatinized starch were well mixed and placed into a dripping

machine, into which the Radix salvia Miltiorrhiza & Radix Notoginseng extract and
25 Borneol were added, fully homogenized and heated on the water bath until meiting

under 83°C water bath temperature. Under the temperature of 70°C, the melted

solution was dropped into the coolant of 0" Cmethyl silicone oil at a speed of 35 pills

per min. After being formed, the pills were cleaned by absorbent paper to suck up the

methyl silicone oil adhering to the pill surface. The pills were dried at low temperature
30 to give the product.

Aforementioned product was round and even with the uniform size, same color and no
adhesion. Disintegration fime limit of the pill was determined in accordance with the
monograph of disintegration time limit of Chinese Pharmacopoeia (2000). The results
35 showed that the average time of passing the screen without baffle was 3.96min. The
disintegration time limit met the requirement of Chinese Pharmacopoeia.

Preparative Example 5
Radix salvia Miltiorrhiza & Radix Notoginseng extract (prepared by a method of

40 Example 1) 229
Borneol 1.5¢
Lactitol 409
Arabic gum 20 ¢
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G oups 1l4th day 28th /29th day .-rthth on/57day |ITT data H gh dose
group 1.68 -3.89 0.72 Low dose group 0.56 0.19 0.14 Placebo group
2.98 -0.87 -2.44 PPT data Hi gh dose group 0.91 0.71 3.38 Low dose
group 0.66 0.69 0.04 Placebo group 2.70 -0.19 -2.56 25 |LLUSTRATI ON
OF DRAW NGB I&dtigol rdake Bhdid yowwehawtl ofixed&Pd(daccd003-dSFidpindnachking. 2

showed t hg R %if%[?j/xsé b Efﬁ'/}/&ﬁw'z%@ HQQ&Q*&&%QB@%@&E&rahétéo(?ﬁeé)/ Relhe
| TT anal yaaqs i?lt . Iq%f ‘i O\ﬁ&}d b%e ﬁgﬁ)u ail %tgt a%.ll st &S and oo
basel i ne ¥R al{¥MCITYESIZPP AP SBIF GRS Yialer kgt until melting under
water bath temperature. Under the temperature of 64°C, the melted solution was
5 dropped into the coolant of 4°C liquid paraffin at a speed of 40 pills per min. After
being formed, the pills were cleaned by absorbent paper to suck up the liquid paraffin
adhering to the pill surface. The pills were dried at low temperature to give the product.

Aforementioned product was round and even with the uniform size, same color and no
10 adhesion. Disintegration time limit of the pill was determined in accordance with the
monograph of disintegration time limit of Chinese Pharmacopoeia (2000). The results
showed that the average time of passing the screen without baffle was 4.25min. The
disintegration time limit met the requirement of Chinese Pharmacopoeia.

15 Preparative Example 6
Radix salvia Miltiorrhiza & Radix Notoginseng extract (prepared by a method of

Example 1) 189
Borneol 1.2¢
Microcrystalline cellulose 409
20  Talcum powder 20 g
3% Polyvinylpyrrolidone (PVP) ethanol solution proper amount

A conventional method was used to prepare tablets.

Preparative Example 7
25 Radix salvia Miltiorrhiza & Radix Notoginseng exiract (prepared by a method of

Example 1) 189
Borneol 1.2¢g
Gel 50¢g
Glycerol 10 ¢

30 A conventional method was used to prepare capsules.

Preparative Example 8
Radix salvia Miltiorrhiza & Radix Notoginseng extract (prepared by a method of

Example 1) 18¢g
35 Borneol 1.2 g
Magnesium stearate 30g
Starch 15¢g
3% Polyvinylpyrrolidone (PVP) ethanol solution proper amount

A conventional method was used to prepare granules.
40
.Preparative Example 9
Radix salvia Miltiorrhiza & Radix Notoginseng extract (prepared by a method of
Example 1) 189
Borneol 1.2g
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groups i nd @O\géﬁéﬁgﬁgwgg ef%-éu?%&ﬂ% .16 depicted the life quality
changes over tinme in the ITT anal ysis set popul ation. 5Fig.17

depi ct ed (2hextBRIOIT hiafgex pevie diitiagkiza ehcfavie Notoditeenbrasel i ne in the

| TT anal Yjagsesebrodf® Waald 2ia Milghrld depRddieflofobRsbar \d-ldaange an

percept a%?tré@'oﬁttéﬁ ﬁtﬁ v&h% 6)%% o uWBm%rEné’t@as' %{ﬁbﬁ gﬁts mes the

populati o orre

b o b &1 (her B Wiy s A o ea T LS e Spe peded
val ue reltatpeast fQr 2 haury tos dhe frrrét fimet #fter pbRlibat 4 omss vhtalivesaddad tades;
Fi g. 20a ddepicgideds tdhaecdvangel aburliobtheatdtend ehad. iAter fitratibe, thasediduse i n

52?3';‘& Ie?%treu( é%ar@eb{ eﬁftéh ggﬂlbwg!:&l)rg of 4P dQ@cEHn% efhet MutFo*ﬁaJOQ@ fuf?ére Elq

o g o BTl Bl et e SRR e el Rt I PR R e

in the péepiie adyh%a/wq&///@ﬁff/wﬁaraméﬁéwxM@@/ﬁwr@crtmegdrum@ﬁ H@pﬁ”dt gdTfeRe
95% (v/v) ethanol was slowly added into the obtained extract solution to make a final
ethanol content of 70% (v/v), and allowed to stand still for 12~24hours to separate the
supernatant, and the supernatant was filtered. The filtrate was concentrated by
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Borneol 0.1 g Adjuvant PEG 600018 g 350ne thousand dripping pills were
prepared. (2) Extraction of Radix salvia 11411tiorrhiza and Radi x

Not ogi nseng: Coarsely-ground Radi x salvia MItiorrhiza (45.09g) and
Radi x Not ogi nseng (47.0g) were placed into an extraction tank, into
whi ch watremowhy thebethame so bhaime2 . ghtexiodct twie sRathtixe sahsity af M 32~1040.hi za
and Rad& Not ogi nseng crude drugs was poured to decoct for 2 40hours
for the f filtration, 4 times water was added to the

(] BleobliBy RLISE

drug residues £ URBCSEIHEE 1 hour for the second tine. After
filtrati dHorer RenHAcHiRYX GRive MiTQedqaced. Fachs Nepagssd sxHesle Foateot ane
decoctsi orREG-16608 et wamines afd héaeadd thatbncometerd ofa@5&0 After obihainmelseal

extract iy @0ndhi Ahefmixagreewhs Q?éns‘f@ré’cﬂf%(é—)drldbﬁd\@né(@ﬁlg@ttaﬁlm&hdﬁe

ahg gRa‘i' ){[eﬁw%(]e\‘étﬂr%@ 'L%”t*é‘t é@h@’%g cﬁ%a'n%% P‘% P&Jﬁ'@%ﬂ%ﬁﬁr#dﬁ‘qﬁr?ﬂ% g
extract SBIRHRGH PH! %éw% I AR Rt ToTBOEh ERACR e PRSI )

and al | owsiee the prosudgt.still for 12hours to separate the supernatant,
and tige supernatant was filtered. The filtrate was concentrated by

renovi ng t n an extract with a relative density of
1.32-1. 4 Wi i}ag@ﬂ&[ﬁ?aoﬁl g(%&% L 10 Afore-nentio mgg X Vi a
MIlior r g t%‘ﬁ?‘ﬂ%eﬂ% fer“ WES a B REYY ”'%rﬁacg’f—_’@’ @k) g‘t?)
wer e wel lunifbreedizanterneaoled fragranee i ém@éraaﬂ upiteer 6T flasr %@QSUNW@@htb'@Sng
nmel t ed f @s502Q-HA20pN|, pdrivapsdlat ure was transferred to a dripping
machi ne tank whose tenperature was kept at 85-90t to drip into the
liquid paraffin at 7-8t. The pills were taken out and the liquid
paraffin was renoved isto give the product. (4) Characteristics of

pr oduct The product was a red-brownish black round pill with the
uni form si ze, sane color, fragrance in snell and bitter in flavor.
Pill weight was 25ng+15% pi || and 3. 34+ 2015%m i n di aneter.
Preparative Exanpl e 2 Coarsely-ground Rath salvia MItiorrhiza
(70.0g) and Radi x Notogi nseng (13.7g) were placed into an extraction
tank, into which water with 5 tines the weight of the Radix 25
salvia MItiorrhiza and Radi x Notogi nseng crude drugs was poured to
decoct for 2 hours for the first time, after filtration, 4 tines

wat er was added to the drug residues to decoct for 1 hour for the
second tinme. After filtration, the residues were discarded. After
conbi nati on of the decoction, the solution was filtered and
concentrated to obtain an extract in a ratio of the extract vol une
(L) to the weight (Kg) of the Radix 30 salvia MItiorrhiza and Radi x
Not ogi nseng crude drugs as 1:0.9-1.1. Then, 95% (v/v) ethanol was
slowy added into the obtained extract solution to nmake a final

et hanol content of 69-71% (v/v), and allowed to stand still for
12hours to separate the supernatant, and the supernatant was
filtered. The filtrate was concentrated by renoving the ethanol to
obtain an extract with a relative density of 1.32-1.40. 35

Af orementioned Rath salvia MItiorrhiza & Rath Not ogi nseng extract,
Borneo/ (0.8) and PEG 6000 (15.5g) were well m xed and heated to the
tenperature of 85t. After being mxed for 30mn, the m xture was
transferred to a dripping nachi ne tank whose tenperature was kept at
80Cto dripinto the liquid paraffin at 70. The aopills were taken
out and the liquid paraffin was renoved to give the product. The
product was a red-brownish round pill with the uniformsize, snpoth
surface, fragrance in snell and bitter in flavor. Pill weight was
25mygl15% pil |l and 3,34 15%m in dianmeter. Preparative Exanple 3 Radix
Salvia MItiorrhiza Radi x Notownseng 5 Borneo! Adjuvant PEG 6000 96.0
g1.0g 3.0g 20 g The Radi x salvia MItiorrhiza and Radi x

Not ogThseng were extracted and the product prepared by the sane
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25 Borneol were added, fully honbgeni zed and heated on the water bath
until nelting under 83C water bath tenperature. Under the tenperature
of 70t, the nelted solution was dropped into the cool ant of O nethyl

silicone oil at a speed of 35 pills per mn. After being formed, the
pi | I's werkhatlieelaietbddy: absor bent paper to suck up the nethyl silicone

oi | adher{ ng {,0¢ td?ecrﬁlhéée ﬁiérdfcﬂffeecoﬂ;B@SI%A S S Rarfdh @fj n?édlda%nts for
tenperature 30t 0

und
ot evan wt cRCoTER, B banRh O g8 Bhane el TEChse LR DAEHET 5B ChiRde
Di si nt egr at IW'@'F%OWP%'FO%?OW‘W@eﬁlﬁqd”vw/@@f/@fmzﬁ@d‘dlFf?dd@/t‘@?@’ﬁw
wi th the noregaapinddormka,iwiteegm akigbtratio wetHel Aadix slvidlhiiegrza and Radix
Phar nﬁCOpOG'/\%z‘&&Q@b extRRt rtgsﬁh'et Borehened~ ﬁi‘)ai WH@re%VWeﬂ_ﬂ@ & @E/V@f

passing the SALER0. M4 DAL, RALL) - sy AT THE @1 sf ntegrat fon

tine limt € requirenen oei a. Preparative
Exanpl e 5 Radi x salvia MItiorrhiza & Radi x Notogi nseng extract
( pr epar ed. byAcaomirohodhefisedgfEekampl  evhEy2 gaiBoeomwlaly. Fegpntiat bf Cob49the
Arabi ¢ gunR@egondERepreddiiioh @ff apgifla bBEtoAs @hinc gum were wel | mi xed and
pl aced into a dripping machine, into which the Radi x sal via
MIltiorrhizg & Not ogi nse tract and Borneo/were added, fully
orogant A ASAEFCRGHD SBE Gt A Ak GRS el e T4 Bl TPV G b gseine
wat er bat h tseegrsiaat preeention @éstapleeancingpeacierisre€Hidf 64C, the nelted
solution was 5 dropped into the coolant of 4C liquid paraffin at a

speed of A0 AQE!)rldﬁwgp[%rthérhgb oﬁglé@r{ 3 b\ﬁﬁéfgmgj H@on&é}? pFHvlarlwt%nV@r@Iﬁkse@nEd

b b b h
o e or f acdn e e s iEratBa i Garref Wb PRisis SediiacteBik GBOL e

product. Aforenentioned product was round and even with the uniform
Si ze, sarse Actowingnd theuddoadhiess onher®nsiaitt ssgoadarg pravemtonl ofGHD &f tot he

pi Il was detediFhdefalileEe AARGRLIMIE ithNEe BRBRAURMA lctoris CHD.
disintegration time limt of Chinese Pharmacopoeia (2000). The

results showed that the average tine of passing the screen w thout

baffl e wls ACOTRING. lOFhRUSH i %@'@b? a‘ﬁ’h%ﬁ'”tsﬁr?esqcpﬂ‘ij%ry REeRtpE iddil feifent
of Chi nese Phiay riee Spossicanenl 88prepavradi veldBgdisphiervl Rathitirnts alithi iaduced

M I tiorrhizaighiRathina Pedteo® 0seng extract (prepared by a nethod of
Exanpl e 1)18g Borneo!1.2 g Mcrocrystalline cellul ose40g 20 Tal cum

owder 20 % Pol yvi n rroli do PVP) et hanol sol utionpr
Dt - A TS eirairtrale ¥ SERHESE Suidith st SaRttar iavee BN i s ve

Exanpl e 7 25Rauitke Labsti gme1df tanginahpeciors RapliojonSlotsogianeis ity pasientagtith
(prepared byhcaceetlaok afgirfaxesopdre ANA8g Borneo! 1.2 g Gel 50g d ycerol 10
g 30A conventional nethod was used to prepare capsules. Pr epar ative

Cor opar ed b B HEBHE S P ES TS g Sa s RE BT By ieg e to
st ear at e30g r@iugedhw@q%cmprm RRALQTIS! IN cRAHENtE Pib) st@fﬁlﬁm@ma pectoris

sol uti onpr o@tD.anount A conventional nethod was used to prepare
granules. 40 Preparative Exanple 9 Radk salvia Mitiorrhiza & Rad&

Not 01 15619 ABK1 G0 LRI SRALESis AN WP LoD b L RO R 2

decrease nitroglycerin consumption in patients with stable angina pectoris CHD.

10. According to the use of claim 3, wherein said secondary prevention of CHD is {o
improve the life quality in patients with stable angina pectoris CHD.

11. According to the use of claim 3, wherein said Chinese medicine composition is
used in combination with B-receptor blockers.

12. According to the use of claim 1, wherein said secondary prevention of CHD is to

improve the biochemical parameters as follows: B—type natriuretic peptide (BNP),
C-reactive protein (CRP), lipoprotein phospholipase A2 (Lp—-PLA2) and
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M crocrystal line cellul ose35g Starchl0 g 3% Pol yvi nyl pyrrol i done
(PVP) ethanol sol utionproper anobunt A conventional nethod was used to
prepare pills 5 Preparative Exanple 10 Radix salvia MItiorrhiza &
Radk Not ogi nseng extract (prepared by a nethod of Exam ple 11)600g
Borneo! 5 g MHnfk&=t600QR0YNg The PEG 6000 was placed into a nelting
tank, heated 90C to pre-nelt. The Radix salvia MItiorrhiza & Radix

Not ogi nseng .extract an xed we to forma sol
Fr equency Sof CBRETE! B YFbPAE BN dhPBerereee LT 0 0 sipg
t he 15 t enpdleaeare opsurenee LhEogalrange of %@%Y@@éﬁ/@‘(ﬁr‘a@t 80C with
steam jacket. The nelting tank was ventilated by the air punp through
the pipe,  WhicehoimRde 1B QE€oMBal P9eh&YERaEl EE B0tk QBnif ik @watho the
dripper and drop into the cooling tunnel . Sai d cool I ng tunnel was
vertical to the group. Cooling air was started to make cooling

t enper at Ude Atcsowm@o ”‘ﬁ‘l@%ﬁi@laémﬂét WerRinsRiE %?d@fﬁlvﬁ%%rrev‘?ﬁil'se’t‘y%ﬁ?dd'?'he
20 hori zont &faptiame was 45, and the cooling air was circul ated inside
the cooling tunnel to cooling solidify the solution that was dropped

fromthe dri olid. drippi pills i I

a barrel 1% hrA %ggrrd'rltgﬁéqrd%y ?ee%”l ?l%ﬂ-[ Iﬂ\%’%@ﬁg?lgr%agng véﬁ? V% E%@%H%@Né % %ﬂ

as discl osed"PH-Exanpl e 1 of Chinese Pat. 200710060640. 1).
25Preparative Exanple 11 (1) Formul ation Radix Salvia MItiorrhiza373
g Radi x Not a@tosieReé3InguRasitemh .30 wiediWdidyaete RBEEn 80HLASR aBitgatne

thousand caps Whgfh X‘%"oﬁar&oﬁ% BPpads2dra bt %%qu%e%s 'ﬁ%agﬁllmr%@lcg dhary

MItiorrhiza an arsely-ground I'X salvia
Mitiorrhi zé”g'ﬁdlaﬁycﬁ@g W%gfﬁ%ﬁ@“yméf%guﬂfa%ced into an 35 extraction
tank, into which 0.45% w w) sodium bi carbonate solution with 5 tines
t he wei gh. ekcdlamgRadh& usabivtlainMi 8 t wiggrgiRiszial GncksBadediciNetogipnsigogis
crude drugs \WasiPUHERatidh ReLHodtQkt %ge'ﬂ%“rs for the first tine,

after filtration, 4 times water was added to the drug residues to
decoct for 1 hour for the second tinme. After filtration, the residues
were di sd&r degordimetterthe Bsmphelaimh oFhareie saidcudplaiiet aosat isgsainon was
filtered and 40 concentrated to obtain an extract in a ratio of the

extract ol WaBordlay folariyhenavdieaitle dik@Ain@f 11 1e RadéiX SRl Bhifese medicine

055 (o) vy oERRgsTBl L Palagk0g f@gagwg S8 AN 8520 o o SechgbardDeha
o10)7090eFIN CI0ie AP Akt VOEDER &

on
to make a flﬁ?éﬁe@trh%\%'lgh&@ﬁ?@ﬁ
still for 1Zagahdlegnsanosxpactds &e dirg weighér nat ant, and the super nat ant
was filtered. The filtrate was concentrated by r emovi ng t he ethanol

to obtai @16%\C?&'d%tt LRt K}‘»‘%Uﬂ cfirh GJOaWh)é FE §'§a¥l/xoéa/|;ra /377/74% E(/?oé)d/x

Preparatlon re-m ent | a Lorr

R x Not g/ LEF B e st > BisPRED) iSRG edR 6k /%éfhzaﬁr i
heat ed to tWelezmsee Rinpkanspudnbt anhiveight deling! meddeedrupsrof3Badin satise
m xt ur e was Mitiamsteranedradx avadsdipgnpgg wittbhameudean ks vt sey tneapediat 4r e
was kept at (90¢).{o0 drip into the liquid paraffin at 10C. The pills
wer e taken out and the liquid paraffln was renoved to |load into the
capsule to |ve t he product {4) Characteristics of product The
product WaSs @%d'ﬁéﬁ%{g‘leélse?h@a@bﬁ eMterqiasaid weid! Figvir ics el easio T ighd
pill wth thsviaMitiormxsareRaganeapoiseng, Whidgaransed ian ssamild matedalsi tst er
in flavor. @Gapgsule weight was 250ngl5% pill per capsule. Wat is
clainmed is: 1. A use of Chinese nedicine conposition in preparation
of medi canents for secondary prevention of coronary heart disease
(CHD), wieerR¢GP A & BRiuse SECIABHERI "H??@Bﬁﬁ@d‘ietqhéF?t@cﬂ?ﬁfqd@é’éuqféa‘dﬁédlx
sal via M | t saivia Widloranze Rad FadiNooogiimeeagyiestt arrasedad sBotingohatenhisr i n
wei ght ratigiof the Radix salvia MItiorrhka and Radi x Not ogi nseng
extract to the Borneo! is (8-1 5):1, wherein weight of Sal via

MItiorrhiza and Panax Not ogl nsen extract is the drly
24.According to the use Of claim “23, wherein said crude drugs of /?ao’/x sa/wa

Miltiorrhiza and Radix Notoginseng are extracted with weak alkali agueous solution.
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7. According to the use of claim3, wherein said secondary prevention
of CHD is to delay the onset time of angina pectoris or prolong its
interval in patients with induced stable angina pectoris CHD. 8.
According to the use of claim3, wherein said secondary prevention of
CHD is to reduce the frequency of angina pectoris in patients with

stabl e angj %CBR}%QOH $ie dde 1 o%im@p%h‘é?enrg s&i8 /#A?Fv( Y56a W//f/gllf/%ﬂ%ad/x

wherein said,seco IS to decrease nitroglycerin
consunpt i on /Yq{ogffﬁﬁngr%gg%'? ﬁregfj‘%?glbé’ ARG P}?Q WER'B% cHp.  10.

Accor di ng t ¢ €eKeaqiee pyfverded Facs S#W%Méfmfhgélaﬁdsoea@@(dwpgfﬂfﬁ’@\)/@fﬁ‘tw%ﬁ of
CHD is to | npmmaR didat ddubeugs@ltidnyfor @~Battnh €ntis ami dnmostt alb 14e-Batirgen éne

pectoris CHieidnt- of%@oﬁgd’/ﬁgafv@ M?z?or#ﬁ;z% éTHcd Wa@’b(nNg’[ogWQ&erTd? S&Rhtime;
Chi nese nedi n with 6-receptor

bl ockers. éﬁe%\c% Corcr]poﬁn'nq 3”? Ré OpeHy Cor}oen r%n@?h@?mﬁgr ein said secondary
prevention & PEARMIgY tagoﬁﬁ‘qu%@'taﬁ“ﬁ@ bdl%?@ﬁ@rﬁ‘%Powf‘Hﬁ%"eﬁ'go%'mo the
fol | ows: B-tcppeem@tad swletidrctopmpke cefifdBNR)ohoCeommotratan pi 60e859 ((GRP) |

| i poprotein spehmmllnIt@@@@orﬁepré@@nﬁleAZ)m@mg th QBRENE342 1 Reoldiry hicohd:
According tqthe use olq claBidn a‘?@eéoﬂb&wtﬁa%hg t&ﬁ&Q@ﬁ’eaé%raB{ evention of

CHD is to decrease occurrence or reoccurrenc severe vascul ar
events. 14. According to the use of claim 13, wherein said severe
vascul ar 28vaatorfisgde dehuseld, claiecdr.dihegein saidHehingse ro¢dicihaicampgsition is
wher ei n sai grepenar igto/ asdriploiig B eahd issidnyaspaigdoal isi grégdred ivom. afbfesaid
Accor di ng teoths |Ho°ne 4 S}u@é JvﬁereYr‘P &'a'aju%é‘htqs%%\eefeéoé!a&% RN wEYRNt

is ischem a ccor u alm13 erein said
severe vasc[ﬂ o(%é@@nﬁom'% osgiog; ‘Pﬁg‘fjla(ﬂji“laﬂt 'ﬁﬁ?@ﬁoc@ronary artery bypass
grafting, percutaneous translum nal coronary angioplasty and

angi ocar dirogcapbiygits theeagsl sfedaimlds, vieecon dhldg)mrliesbhﬁedjsme abmebsition 3,

wherein sai Qreggl'e'aelﬁ% Hﬁtﬂ!p%!n@emﬂ:oﬁm%bh' &ibdirg HﬁQQ dr@p&@@h\ht’ﬂaéf'o%aw th
antiplatele ent s

rdin er el
ont 1 pLatel el SHElliqy oA aeloat’ Shote 948 Doy Pl Shim 10 WRCELD
of clainms 1La1|g ofm@rfmp%saioa t@ﬁ?’ﬁ@é’é”ﬁﬁtdﬁé‘i) R8~Ednposi ti on conpri ses
Radi x salvia MItiorrhiza & Radi x Notogi nseng extract and Beoneolin a

wei ght 1 algi dcebrarid-tbQhe dse Bh@ERI D7 Wehddbih safd ErasksesAbatine Mbbbatishisza

& Radix ot oalDoant &4t ind, Bt Afig 4o WRLARY pyi2d prgggfga QifdGabfckiae

gi nseng ext PSF&DOF%'OB@@ &8y aBly V‘@)‘?W%é?'?rﬂj”%ﬂﬁ ')? sEéi\'\ﬁOQ MG 6 VRiPHa
and Radi x hb@@@@h%ﬂhgo®DﬂmWdeeﬁutﬁ@UWﬁmé Weidhb):tati o of crude drugs
of Radix salvia MItiorrhiza and Radi x Notogi nseng, which are used as
starting materials, is (3-7):1. 22. According to the use of claim 21,
wherein said weight ratio of crude drugs of Radix salvia MItiorrhiza
and Radi x Not ogi nseng, which are used as starting materials, is
(4-6):1. 23. According to the use of claim 22, wherein said weight
ratio of crude drugs of Radix salvia MItiorrhiza and Radi x

Not ogi nseng, which are used as starting materials, is 5:1. 24.
According to the use of claim23, wherein said crude drugs of RadiXx
salvia MItiorrhiza and Radi x Notogi nseng are extracted with weak

al kali aqueous solution. 25. According to the use of claim 24,
wherein said Radix salvia MItiorrhiza & Radi x Notogi nseng extract is
prepared by a nethod conprising: a. extracting pulverized Radi X
salvia MItiorrhiza and Rad& Not ogi nseng with water or weak al kal
aqueous solution for 2-3 tines, in an anount of 4-8 tinmes the weight
of the Radix salvia MItiorrhiza and Radi x Notogi nseng for each tine;
filtering, conbining and properly concentrating the filtrate; b.
perform ng al cohol precipitation by adding high concentration al cohol
into the concentrated solution to make a final al cohol concentration
of 50-85% (v/v), standing still to performprecipitation, filtering
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