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Effect of Cardiotonic Pills® on Chest Pain and Discomfort:
A Multi-center Double-blind Randomized Controlled Trial.

Jang Insoo, " Ko Changnam,”Lee In, *Park Jung-mi, Kim Sehyun, *Kim Sangwoo

Dept. of Internal Medicine, College of Kerean Medicing, Woosuk University
Dept. of Internal Medicine, College of Oriental Medicine, Kyunghee University ?
Degt. of Internal Medicine, Coliege of Oriental Medicine, Wonkwang University ®
Bundang CHA Orental Medlicel Hospital, Gollege of Medicine, Pochon-CHA University ®
Dept, of Health Science, College of Medicine, Pochon CHA University

Objectives : This was a double blinded, randomized, placebo-controlled clinical study for evaluation of safety and effective -

dose finding of Cardiotonic Pills® in patients with chest pain and discomfort. Cardiotonic Pills® are composed of Salviae
- Milfiorrhizae Radix (F}38), Notoginseng Radix (=-t4%) and Bormeolum (GERE). Major effects of Salviae Miltiorrhizae Radix
and Notoginseng Radix are vasodilatation, sedation and analgesic action. Borneolum has an antibacterial effect, and can
stimulate the central nervous system. All of these substances are oriental herbs that have been used for a long time in east Asia.
Cardiotonic Pills fi received Investigational New Drug (IND) approval from the Food and Drug Administration (FDA) in the
USA and 40 million people in the world take this pill. We performed a phase IV clinical study to confirm its efficacy and
safety in patients who have probable cardiogenic or psychogenic chest pain or chest stiffing.

Methods : This study was planned for a multi-center clinical trial including four university hospitals of oriental medicine in
Korea, This was the first time to evaluate the “planning treatment according to diagnosis (BEEHEIE)" of chest pain or chest
discomfort according to oriental medical guidelines, The patients who were included in this trial were adult volunteers from 20
to 70 years old who had chest pain or chest discomfort more than twice during a recent month, and we received written
consent to participate in this study from all of them. After administration of Cardiotonic Pills® for 8 weeks, number of
oceurrences, duration, appearance and degree of chest pain or chest discomfort was observed and degree of symptoms
(severity of illness, global improvement) were measured using a patient s global assessment composite scale.

Results : Tn the patient s global assessment scale, the severity of illness of the Cardiotonic Pills® group (n=25) was
14/25=0.56 but of the placebo group (n=25) was 7/25=0.28 (p-value=0,0449). This result indicates Cardiotonic Pills® have a
positive effect on the symptoms of chest pain and discomfort. However, the global improvement of the Cardiotonic Pills®
group was 23/25=0.92, and of the placebo group was 22/25-=0.88 (p-value=0.6374). The total symptom score of the
Cardiotonic Pills® group was -1.68420.06, and of the placebo group was 16.76::72.14 (p-value=0.2285). The number of
symptom events of the Cardiotonic Pills® group was 72::29.78, and of the placebo group (n=25) was 10.80:4-3842 (p-
value=0.3660). We could not find any effects on the other factors examined besides the severity of illness, beyond the
difference of standard deviations.

Conclusions : Cardiotonic Pills® significantly reduced chest pain and chest discomfort in patients. Therefore, we expect that
Cardiotonic Pifls® will be helpful for patients with chest pain and chest discomfort not only caused by heart disease but also by
other diseases.

Key Words: Cardiotonic Pills®, chest pain, chest discomfort, randomized controlled trial, clinical trials, herb medicine.
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Table 2. The Contents of Cardiotonic Pills®

Contents Weight(mg)
Salviae Miltiorrhizae Radix (F}%¢) 175
Notoginseng Radix (=-tHR) 34
Borneolum Syntheticum (FEJ) 0.2
Table 3. The Contents of Placebo
Contents Weight (mg)
Caramel (2] 3) 0.6
Polyethylene Glycol 6000 (2}7) 22.5
Polyethylene Glycol 400 (2F3) 0.5
Bornel (=2 2F7) 0.1
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Placebogroup

Fig. 2. Flow diagram of the progress through the phases of a randomized trial (based on CONSORT statement)
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Table 4. Global Assessment Scale (Severity of illness)

1: 34, 7ho] ol =AY, daEd T4l A3 UE

2 RelR ¥ & S FER ofF =R AT Tkl
ofZA, Bee S0l AE #Y

3: AL F AL AER 7kl ofZAY, d3t T4l 7}

43S F IS AR 7hgo] olZAY, FEF Fdeol A
FU9E

5: 7] olzlg ARE 71&o] oh LAY FHe Sl ofF
ZE2A ST

6 27| ol A2 7ol ShEAM e S A
e
70 7] olele FEE Tl A Wkt F4e] AF

olo
AT

Table 5. Global Assessment Scale (Global improvement)

1 ul §- ol /i
2 %ol 744

3 Rz AR

4 ¢ wsgle

5 okt og

6 ¢ ol o3t

7 1wl ol %l
g AN,

B g 7} =719 4A50} slE IRBS) 4
712 2lo]A] 2003 8YFE 20043 7E7EA 1274
97 A IR, SRR, 4%
elaeael, TAFRY AL 7
29 sl SRRt R AL ¥
o §% 9 $U¢ sade $AE o AN

sdon, RE A@AAFE AFFEAAA A

WA 2 Aol A7 APEel getHn,
NEZ@=33)3 AEm=3)< TA 687t 4%
Aol ol Bl thFigure 2). A AT BT 1ol
4332+7.52 FolQx, Sekze] BF ol 45.
+9.64 Aol o, ABEH AgTel 22
Aol gIRlch. AT SkEAN gue) 49

102

W2 8b7] 9ate] dAA el Fgd Adae] d
g Z3kste] FA¢] WA= Wi, ABT
ol A FA 119, oz} 227, eFTolAl EAh 119,
oz} 23 0] WiAHTH 4AAE A BFel A
Fol| A 8o, YokTolA 997t FEERHIoH,
Zzraad A2 Agdstn AT T Fod &
A= AN 20=257 FFn=25) FHA 508
o|Act.

Patient ‘s global assessment scale®| F35%
Frle A7 @Al A HrrEAl Al A
7t Azate BAe Ade FE2E AES
AR ol she ALR, It AAdte 3
Aol o FERAAE AR oz FAE] Al
A}4-5) 9 tH(Table 4). T3} patient’ s global assess-
ment scale®] A¥tA AN Frle 4 AR
71202 AL Aelst 71E AT vt A
99E7] & JRHAEAE Hrtst] AalA A
259 tiTable 5). ¥ oA patient s global
assessment scaleZ £33 259 THEL distd
ZA 2 A7 AHRE B4 APETY FFTEE
14/25=0.56 2.2 Uelyta, fJokrolx e 7/25=0.28
2 vggon, BAACE {9 tHp-value
=0.0449, o] TR &7 F). ol& AAZo| #A9
FE B F9d sl AwkAEel 339 S
JHAPTHE AL BoFn, B3] AldTel e ¢
Zoll ulsted 2ZE7} 2ul9] 2ol & vehfio] 43
gho] adrl Felde 4Fstdon, SAFLRE
o3 272 st gt £ Ak Az &
Ago] tistd zAlelE A AETEY FFEE
23/25=0.920.2  $jekrtolA s 22/25=0.88%, AE
o] o $43 Aoz vehgou, FAHI #o
A& 919 tHp-value=0.6374, o] L8| &7 %).

a8 @ 234 B2 Az i 2AE
2 A7 N2y F34HF HEe2 -1.68+
20068 2 Uehda, fokzeME 167617214
Aoz veht, AdZAAM A=} o 3oy
EARQ #4L $UAthp-value=0.2285, o] £
= 734). B3, F5, FY e gl wE

2

X
7

N



A o 59 AAHE] FF F o viA e Gl et th|F PR olFwA AT (309)

Table 7. Personal Characteristics

Cardiotonic Pills®  Placebo groups
(n=33) (n=34)
Age 43324752 45.97+9.64
Sex(F: M) 11:23 11:23
Droup-out 8 9
Per-Protocol Set 25 25

Table 8. Results of Patient's Global Assessment Scale

Cardiotonic Pills® Placebo groups  p-value

Severity of illness 0.56 0.28 0.0449

Global improvement  0.92 0.88 0.6374
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