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55972 e
A8 1

B oA A3 (coronary heart disease; CHD)9l 2xF oS 93k 9F(medicaments)®] Ao dojr], @it
(Radix Salvia Miltiorrhiza) 2 *F34F(Radix Notoginseng) F%% 2 &Y% (Borneo)®E TA% i, &

sk ] wak 2 AREAe] FE](weight ratio)s (8 ~ 15):10)W, V] Wil H AN FEE F
(weight)2 AZTH2 T oF ZAE(Chinese medicine composition)?] &%,

A 13l dojA, A7) CHDY 2 oS F A= (angina pectoris) CHDO 23} owlel AL EAOR 3= S

373 3

Al 23kl 9l , 7] CHDY 23 o& oA H4lF(stable angina pectoris) CHDEl 2%} <}el AL EA
o2 3 T3 F 2AHEY &5,

AT 4

A 3ol dolA, A7) CHDY 2xF oo b2 FAs CHD Skl o] x 5334 H(exercise tolerance)
S Z7A717] 98 RS ERom F= 3 of 2AE &%

A7 5

A 33l 9ol A7) CHDEl 2xF ofHhe kA PAZ CHD ShAtel] QlolA & L5A7+8 A48 93 AL
ERoR d= T3 o 2B £

3T 6

A 3 AAA, 7] CHDEY 23F o2 fw obAHA FAS CHD SAbo] oA ST-F& 4 (ST-segment
2] 7 _‘_E_'

depression) Ei= o]9] HAES A= AL EHOR e T o S &%

AT 7

A 3&el 3leiAM, A7l CHDel 22t o

g, EE o] AL AFste A2 5HOE e F

rlo
Ho
Hl
i,

AT D BA] Qo1 AUF AHALS =7
o 2HE K.

A7 8

2]

Al 3%l lelA, 7] CHDE 23F e A PS5 CHD ghtol Slold JATe] REE Fole AS 54

°% k= T of 2AEY £,

A

2T%9



Al 38 dojAl, 7] CHD] 24} o2 Qg
consumption) & &°l= AE 5AHOR = T
373 10

A 33 glojA, A7) CHDY 2z} oS ¢k =

o7 = =
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JA1Z5 CHD 2Abol Qo UEZZFE MY AH](nitroglycerin
o 2dE §%
HAZ CHD Al oA 2k AL 7fAst] 98k A4S 54

AT 11

Al 3ol AoAA], AV T oF ZAHEL B-F&A AHA(B-receptor blocker)®} Z¥E(combination)® A}
$HE AL EHOR = BE of 2YE

A7 12

A 1ol AAA, 7] CHDEY] 23F o2 31719} 2 AY3}e X3 (biochemical parameter)?] 7§A4& 213k A
S ERORE = Fo o 2AEY £%: B-3 UYEFWAE7FY #E =(B-type nariuretic peptide; BNP),
C-9+2A w9 A (C-reactive protein; CRP), Aekwl S AZajalolA] A2(lipoprotein phospholipase A2; Lp-
PLA2) ¥ Z R A]2E 2 (homocysteine; HCY).

A8 13

A 18l QoA A7) CHD 23k oW AZbet 3 oMl E(vascular event)?] WA e AAAES Fole
AL EHJOR 3l T oF 2AEY &=

AT 14

A 13380l oA, A7) AZ4sE A oMEE F8(death)? AS EAOR 3= T3 o 2AEY £%
AT 15

A 138k doj A, A7) AlZbsr A o|WlEE A M(myocardial infarction)$l RS EAOR = T
oF A& £,

273 16

A 133k oA, A7) Az dAA oHEE A T (ischemia shock)$l AL EAOR &= F oF
ZAHE &=

AT 17

A 133l A, 7] A7s R oWIEE BtE 32 o)A <&(coronary artery bypass grafting),
A9 AdA AT < (percutaneous transluminal coronary angioplasty) % @A 2

(angiocardiography) 2

y
o] R7EE AL Ao sk T3 oF 4B SE.
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AT3 18

A 133 dolA], AY] F=3 ok 2AELS dFidA(antiplatelet agents)9} ZFFER AIEHE AL EHO
2 e 7 o 2AHEY §E.

A7 19

Al 183l glolA, A7) FEABAE= ofAFH(aspirin)l AE EAHOR = =3+ ofF RAEY &%

AT 20

A 18 WA 198 F o= 3 ol oA, A7 T F 2AHES (9 ~ 10):19] 12 92 & AR 2=
5 9 gz FARD Gt ¢ AR FEEY THE AT AS EHOR e T o 2AEY &%
A7 21

A 208k oA, vl it & AEA FEELS W 2 EAS A FE3sta, Al B (starting
material )2 AFEE @Ak W AEA Aok(crude drug)] FFHH)E (3 ~ 7):1¢ AL EAoR = F=3 oF %

e &,

A7 22

A 218l QlolH, A7) ARFEAR ALSE Wb 2 AR Ak Rt (4 - 6):19) Ae SHoR s

T3 of 28 §x=.

AT 23

A 223l ’01*1, 71 MR AREE wah R AR Aokl TR 51l AS SALR s T o
2] &

AT 24
Al 2380l QoA , 7] whak = AL Aeke oFsl AZb2] 4-8-9M(weak alkali aqueous solution)oZ FEH
AeE BEAJoR 3te T4 o 24E §%

73 25

A 248 QojA, F7] St & AN FEES SR A WHoRE ZAYE AS EAOE e T o
7\}—]‘:'/] _9_1:

a. 7IF=249 (pulverized) T4 2 AEAE B T gk &g F8A0= 2 A 3, w3 (each time) T4t
2 bl FEFol 4 UK 8uje] Fow FESE WAl ¥, £F 9 A& HHE3 55,

b. 50 WA 85%(v/v)e] HF 4 FLE 7] F HF I (concentrated solution)o] 1L FEo] &4=+S H

7¥ste] @3 A (alcohol precipitiona)d F, FAS AuAA ADE, FFAL o3, F5H FFANA
01O -

(€}

Kel

=
A=ZS AFS(recovering) I FE2ES AT A 55,
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A7 26
Al 253kel] QlolA, A7) F3F ok 2AHES HZA &N (dripping pil) R AxHL, A7) A AN A7) o
JH ZAE 9 oFHE(adjuvant)Z AZEFHW, A7) o]FHELE PEG-6000, E 7] ofFHEC g 4] %

= F o 2489 8%

ol

=
FHl= (0.2 ~ 0.8):10 A& §EHo=

A3 27

Al 268 oIM, A7l Fo F ZAES HY gAoz AxHy, 7] HE §A9 AV o
NFHER AxEw A7) oFHEE PEG-6000, © A7] JFHE gt A7) xAE =
[e)

0.7):1% A& EHoE 3= T3 oF 2AEY &=,

A7 28
Al 278l oM, A7) Fo o 2AES HH fdom Az, A7 FAH g9 A7) AdFE A4S L
fFHER A|lZHH, AV fFHEE PEG-6000, E 7] o|FHE whst 7] 2AZ9 FTHFHHE (0.5 ~

0.6):121 AL EAoR st =3 oF 2AEY 5.

Ak =l A3 (coronary heart disease; CHD)S oS 93 k(medicine)d FAol olA,
F(compound drugs)®] €%E¢} F#HE Ao 2 E3], CHDO oS 938k oko] A glojx, AEAHA F
%Lok(tramnonal Chinese compound medicine)®] &9 3k AHo|t},

I A
=A4 3t A =9 A A (coronary atherosclerotic heart disease; CAHD)E= A% (heart disease)®] 3+
ZHE AFHI, ol e FH=(vascular stenosis) T 3 #H M (vascular obstruction)el gk A

T F37d38lS(coronary atherosclerosis) (%) AT =44 Wde AHAikAF(myocardial ischemia
hypoxia) B+ 4 ZAM(myocardial necrosis)ell &$ &5 ™ (coronary artery) 71 W& £, F4A
(spasm)]e] €cleltt. A7) EE AES I 94 AGHED) S FE1, ®=3 29384 A
(ischemic heart disease)Bal® E#TE.  CAHDE ol BEA 5435 =H(atherosclerosis—induced) 713
W28k (organ pathology)®l 7Fd dwhAQl Fej= & dir, ol Ao A%AE AZeA AFE (harm)dte=
gukA el AW o= wal dHA g},

T3 skEe] Adoltt.  CHDO| I 1ol F7hel oA dojdrt. © volrt

ot oj® dlolel(data)ell o3 gl whe} o], 404 o]$-el CHDO 7}&
ol 10417} sl winict 18§48 F7hgleh. 5041 o] F @, HEE 604 o]F oA dolA, WFEH T3
3l=o] ¢S w24 wd(development)dcl, & Wr2log A7 M(myocardial infarction)® Wol7l &
Zroll upgl FrFsttl. FHEoll, CHD W ol Srolx]=(low-age) 4FS BTt A7, (IDE 1ERI Q=
354 olste] # 2 AFFHES] M E(percentage) F7FStAL QlaL, 7HE AL A= WA 20410tk o] 9]
dbd & (incidence) ® =2 A& (mortality) W&o, CHDE AZF8bA <1z7te] AZ}S 9l (threatening)
Ido] Fet. webA, o]lE "A WA 17k A (first human killer)"® Bt dstd, =45 F o
% CHD7} ¥HH&l7] Aol A48 #AZER &S 5 Q7] o], A71& A3 253X (emergency treatment)S
A Zgk ojm #AE9 AP (consequence) E VS F S AEE FA @Ak, wEbA, CHDE & 1o
A, oW (prevention)S X & (treatment)® U} ¢ FQ3}}.
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At o= - CHDY o2 1% oA (primary prevention), 2xF d%(secondary prevention) % 3% %
(triple prevention)g 33}, A7) 12 4t DR ol mEWT QA= e 9 F(risk
population)g ZEHo=Z 3t}; 22 o4& CHDY %7] Yl(early stage)dl xS 3+ Aoltb: 3xF oy
CHD Z & (progression) E FHZF(complication)e] WS owslr] fIgk Folth, HAZE oo CHD A
2 CHD 298+ (high risk popularion) EFolAl wj$- FQa|x|x itt. CHDY 22k <% CHD ZhAtol] o]
A Z7] Y (early discovery), Z(diagnosis) % ZZE(treatment)E YEMAT. 23 o] Exe= A4
704 (ameliorating symptoms), ZAWe] ot3}(deterioration) ¥, <% 7| (improving prognosis) 2 CHD]
AdS WA= 24E wET. @A, CHDY 23 oS f3 AMSH= 7 7R F8 Wiel i, %
sl A8 A(risk factor)E 2Ha Alojsle Aolx; ¥ v shus e F Jdu AEHA FE8H (drug

therapy)©]t}.

Z

CHDo] o2 <& S°f, 4ol&

i)

2] (diet), ¥%(exercise), =X E(medication), © I 22| o
(controlling risk factor) T &2 thekgt 240 HA3|(comprehensively) ZFo] Ao g}, 57,
CHD A5 flslA=, «de] Exvs @y T4 A, ol A& o, 9 ojo] A wWxjo|tt. CHDY o
o Aol 7k Al7|(stage)oll Yoy F "ABCDE"E Egettt. o7 23k oW F(insisting)ol] &J3sle], A
= ayEe A Za¢ 84 HeAd(etiology) s EHA R HHOR 3t Q).

o~

R

& o

Bl

CHD®] 2z ofwke] A A "ABCDE"el dolA, "A"= A - (platelet aggregation)ol A &ate] ofH|FA4
T A3Fo] AL wu, T22ElF @ (prostaglandin) 2 EEE4F A2(thromboxane A2)S #HIA W&
(release) ¥ 7HA (improving)dh=tl F& &7} A= olxy]#(aspirin) & UERAG. A Hd A, &5
100 mg#, “&¥|EA (enteric-coated tablets) o}2=F 7] &2 F%(routine administration)< CHDS] Al
< A3 5 k. "B"E olHlEA W Astsel dolA, & (progression) o] EEETE ofujEt, qFEE F
7 3 X8 4 e 28 (hypertension)S YERAT. T & PS(higher blood pressure)< CHDS]
A e Aol 7hsAS tl AAl(greater) FoF. R oAl A= CHDO AEE #HE et (e
aA P (hyperlipidemia)S YERY, 3HozE uxdFe Ao HA(viscous)S e HF(blood-
flows =gA 3sto] ¥ FuEes 99 ¢S NG, vE FHoRE, ol wUAsM
# ®(vascular wall)oll 2= +=(deposited) HE=Z W3] HEZF
(vascular endothelium)ell £S5 #th. 7] ZE FH2 Ad&A(cardiovascular) 2 8P (cerebrovascular)
Aol w9 dbde] 2 Al Ylelty, "D'E YW (diabetes)S UERATH @it e] 80% o4l Ay
D HIH Ay, dE 5o, otHEA T AIF B aAFFo] TF FRIEE HAHAA] A A A abnormal

)
H, g =7t FFA2(glucose) TF(content)> N HA 2 =

ot

(atherosclerotic plaque)g &

)

o,
Ay o

ki

s

lipid metabolism)7} wA3stc}, &3
7hel S #8(coagulation)S WHEIL, CHDE WEA7]7] ¢ YxHo=z wEL, "B'e A S
(rehabilitation education)< UEATEH. a9, D ¥ oA 9 Asks oA s g

(popularity) w27l UEYA(network publicity), $&AZe FaEmjz 2 G740 AZus
(rehabilitation instruction)el]l ¢J&] Zafxlof s}, AL A9 A2 FA(active intervention)ol] <Jd}f
o, 3= 7] U= Z71ZH(long-term) o 574 2 FES OE A5E 5] L.

g

CHD 2z} ovde] 5 WA "ABCDE"S], "A"v Fa3 58 UeEhdr. 49 &5 AW AEE S7HAZ B
olygl, BEore]l ZF ~H = (cholesterol)e &4 7+ 2 ¢l&d 7+4-A(insuline seneitivity)g 7NAA 71T},
o] 3719 %A(aspects)ol UAA F83tth: v vk W (preventing obesity), =FA A (controlling body

weight), «%¥7]% S7}increasing circulation function), ¥% A& ZH(regulation blood lipid), E<%

JHAZF 7 (reducing thromboses). ¥ZA3d 5 (strenuous exercise), 9 5o, A& AF(sprints) =
AH(climbling)2 &Afoll Al A3slA] R}, FAilh & (aerobic exercise), d& 9, 74, A7, v&A

2

S
=
(calisthenics) ¥ EJ=d(Tai Chi)& FH3th, "B"& FAZEES vehdt. BMIE 18.5 WA 24.9 kg/m 8
Y (range)ol Al FA ALY Holok dtx, 3]gl=d (waist circumstance)™ 90 cm ©]stedof s}, "C'E 4
Z @ (smoking cessation)g YERATE, Hiw wpo] w2, Hull(cigarettes)ol 3000 F5HF o] $183d

E4o] g}, "k 9 uw] YA (nicotine) S EO|FRAH, o= A&417 (autonomic nervous) AH=E 4=
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3, d3 AH(blood vessel convulsed) S ¥od & gow, Agutsg waA & 4 9z, g # dF
FAZHES A & 5 Jdom, uepA, ofHEA T AFS HXIT 5 vk, "D'E FEHA A4
(resonable diet)E& YeATE. 2 (food) Thdstal FE2 THEo(7 Aeolojo iy, IAE 93] Afste
2o 8 ¥ (dietary) k7]l YERITE: wlidlge] o F58 52, A& 9, F&(grains), ATF, A=
(seaweeds); AEROAVL ] FHe 52, dF £0], oA, H}‘/}‘/P 2@ A S, T Ee uE ddy AE
(product daily); 293 o] @4 = 715 23 7|(lean meat); A A" (less fat) A317](meat), A7)

e

(pork), AZA(skin), ¥(hooves) ¥ 11722 (meat dishes). —\%‘Z\Jl B4 (food intake) & AATFL 7#FS
Ao sk, A-Ee FHATE FAEH R gt AL Aw P A"l AA Eofrtef 1, Lev9 <

sl 6 g7tA FojoF grh. "E'w AAA dAS dEhdn. @A (optimistic)ol AdAHE AL A
< XFsta, FA(mind) o] #HFT AE= A 2 HEH AYS S B obyg, A (long life)e

3
Hkeys) L HURE FQ93 9ot}

Url

O

22
12 o o n

AdH ez, CHDE o9 91X (site) H Wl (scope), B¥AFH (vascular occlusion)®] A&, B e £ 1y
[e)

el
9 2 A3 8 (myocardial ischemia)®] Ao wel oAl 7HA F8(type) o2 YHETH 1. 4o gl
(symptomless) CHDEZ% <&z #E7](latent) CHDE, B]E ZAto] QIAw 3kx}o] ECG7F &2 (resting)
N 2Eg 2 HAR(cardiac stress test) §, ST-H-3(ST-segment) 7 (depression), #A ¥ (reduced), ¥
A7 (flattened) T FHZoZ (inverted) T-3(T-wave) o A8 d o)A (change) & & vEhdch, 2. d4=
(angina pectoris) CHD:= A& <l(transient) AlZd o] Yoz Wz FIFIHol EZ(paroxysmal
retrosternal pain)o 2 TEWE= 322 veldtt. 3. A2 M(nyocardial infarction) CHDE Azl #) A1
(coronary artery occlusion)®©] U1 A8 ZA(necrosis) wiiLol AZA4g T84S zZtev. 4. AFA
(heart failure) = A (arrhythmia) CHDE  F71Hol A9 (chronic) AT3E w&o] AAe=
(myocardial fibrosis) @ A&7} d<lel AA&(cardiac enlargement), A1F-A 2 FAwio] ZAkS
olt}, 5. E<JAH(sudden death) CHD= ¥4 A3 8(ischemic myocardium), <& Eof, AAxig}
(ventricular tachycardia) ¥ AlA A& (ventricular fibrillation)ol SlojA, =RH oz HrAlE H7|Ag] st
2 A3k(eletrophysiological disorder) wl&#<Q A7tsk BAwlo] Fo A2l F8 AAubd](primary cardiac
arrest)oll 9t EAAY] AHE JHA 2.

PE

A, B-F&A AA|(B-receptor blocker)E HAIZ CHDE o Wslr] el FL AFEHTE. ol &% 9 11
Z(tension)®] AHl(condition)o A Al:AkAZ W] (myocardial oxygen consumption)®] ZHzaol <oJ&jA A Z9
Wzb(attack)S etk o] F8 AFEEFA AR (contraindication)® 7]#A 7 ¥H(bronchospasm), A
(bradycardia) % H]di44d 4174wH] (decompensated heart failure)e]th. webr], A (asthma) Hi= thE 7]
EH M (airway obstructive) ZWo] 3= FAAE A, B-FE&A ADAE= o5 HHE U FAZA e
Zojtt.

Z 2o, oA #A  o]WlE(malignant vascular event)E W37 e AFREHE AL 3 HA9A
(antiplatelet agents)oll = ZHo] wWHA Qlt}. |5 olgl7|=4H arachidonic acid) A} oA 2 4
oA cAIP 4 7} vlFtF(mechanism)S E8iA 4ol FZ(adhesion), & (aggregation) F #H]
(secretion) Ao &EHE YeRdtt, o]52 9 FZ&(side effect)S =3(bleeding)olth. wahr], o]
52 g9 a1 7]e el (dysfunction) Hi= Al (ulcer diseases)oll A& Fxfol Al AMEH A =T},

& 3 AE(traditional Chinese medicine; TCM) ©]& % & oFst dF B5o] 7] %ste] W
St WAF A E(compound Salvia Miltiorrhiza composition)¥ &I o] gltk. TCM o] & s, 7}
@& (chest stuffiness) ¥ 7F&5% % (heart pain) Wl Y9912 AAdF(heart vessel)ol UJA AAA
(blood stasis)® #A|(stagnancy) % £ & N3 (poor blood circulation)o] Yoz A oA HN

n1> £

T3S Fed Ay uiolt). F714 91 kAl ¥ (pharmacological trials) % UAA&(clinical
studies) ¥, F2AH< Mol o9& 2 wrgo] wyxl= Wk B (aromatic herbs)® 7H59 @RS &
T3 2AAA(resuscitating) A (stasis)E §lolal, 552 WFA do=zA 95 Agsi=d ads 2t
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471 F3E G RAES Y. AV 2AEA oA, de o] oFE(monarch drug), AE4t
(Panax Notoginseng)< A3} & (minister drug) % €3 (Borneol) ofFHE FE(adjuvant drug)@ AREH
Ak, ddHez, o JAT (DY AwE s F2 AHEET

EQo 7ok Ho
5 12 T89-005-0003-US A& el ZRZAE(flow chart)E YEE Eolt},

bt
0o
rir

ITT £24 AE oja], o14 EA (population statistics) @ 7]Fx EAL UehgE Folt},

w38 PPT #4] AEe] QojAl, 97 A @ 71EA 542 vehie Kol
% 4= BIT] AA 3ol glolA, ITT ¥4 A= A% TED ghel WaE Urhis wojth,

bt
w1
rir

EITS] A3 2 QolA, 11T ¥4 A= Ad TED 3 Wahe tehje wolt,
BITS) 24 ol glolA, 71&x|sh dashel PPT #4] AE Q9 TED gkel Wshe vehie wolnh,
BITS) 27 %ol glold, 71&x\sh dashel PPT #4 AE Q9 TED dkel Wshg vehie woloh,

=3 = ol A, ITT #4 AE Fvte] WM3E ey
Loty ¥ 8ax 209 Ae] T2 TED 7|&x9F ##Este] ITT ¥4 AME F¢k TED ko] W3ls Jehfs Fol
; 2T ghE 57U o =] E & TED kel Wsls Y= Zojr),

k1
o

S o
o

l
©
s
=
He
=

Z,

m

N,
P
o,
E g
pe!
v
o
>
L
o,
r
e
o,
tlo
v
ul
=
s
ki
o
ul

= 10a A b Ha 2 HA = 747401]*1 ITT &4 AE Fubo dojA, 71EXxe} #-Aste] TED gk 74
LSM 45 YehllE Zolth; & 10av A Z olq, 71%=x¢} w#ste] TED 7)
Aol LM #2415 dERll= Eolth; & 10be FHil sXolA ITT 4 AE FJeko doA, 7IEx et Hsto]
TED 7§41 e] LM #2418 veld+= EOlE}.

X 1la WA 11be Ha 2 FHA FolM Z+zF PPT B4 AME Hubof glojA, 7]5x19F #wdste] TED 3t 7iA
o LM #4& UehllE Tolth; & llax A sXolA PPT 24 AE Aok glojA, 71E=x 9} @3 ste] TED
e LSM B8 Vel E Zolth; E 11b: éL FoA PPT 4 AE R JojA, 7|52t #AH sty
TED #k 70<] LSM 418 Yl Zolt),

% 12a W] 12be ITT ¥ PPT &4 AE Fubel oA, 71EX9 #dste] 3 A5 HEe] HausE
Bl Tolth; & 12av ITT 24 AE Fobol|l oA, 7IExet ddste] 3 45 HxEe] JaistE v
Bl Tolth; & 12bv PPT 4 AE ool lojA, 7IEX|et daste] 3k 45 HEe] JawistE v
Bl = Eolt},

% 13a WA 13bE= ITT 2 PPT &4 *115 Ao oA, 7lEX #THEFF] F YERZFIALA
(nitroglycerin) 4AH]9] H{WsE YeW& Tolth; T 13av ITT 4 AE gt A, 7R ¢ B st

o
of F YERZZAIY &nle] HstE Yeldls =olty; & 13bi PPT &4 AE
ddste] F= YERSZAE &ule] HuWsts Uehdls Rolth.

= 143 ETTe) A4 S0l glolA, ITT 241 A= 0% 10pe] A4S el 2oly.

T 15E ETTe HA 53 dojA, vE Fojakito] SI-H5 4 (ST-segment depression)d] 7§14& JeEhE=
Lolt},

T 162 ITT &4 AE Jatdd ojA], Alzke] Ao we gho] & ¥WstE Yeldl= Lolt.

T 172 ITT &4 AE Jatdd ojA], 71ExeF ##ste] BNP #HsiH| &S YEh= Xo|t}.

T 182 ITT &4 AE Hutol ojA], 75Xk #-I3te] Lp-PLA2 ¥ SHH] &S YEldl= Lolt).

T 19+ ETT W3t 9 Assbd AlS= Atole] ##AAdS Yeldl= Lolt.

X 20a WA be OE Yol Fde] QlojA, 71FE=Aet #A-ste] TED #ke] WHstE UEldlE Xolth; X 20av
Aol dojA, 71E=xeF FASEe] TED el W3tE yehdl= Eolth(< 64.5 Al); X 20be Fekel oA, 7]
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29 Bysle] TED #he W3E Jehys Zolth(= 64.5 A).
= 2la WA b v 7IEA] Hubol oA, 71EX 9 #w#ste] TED ghel Wats vUehls Zolth & 2la:
Aol ol , 7IEX9t Beste] TEDY] W3lE Yellls Zolth(7]+3] < 300); &= 21be Fekel dolA, 7]
Fx9 #sle] TEDe Wats Uehlls Zolthi(7]£A = 300).

[t

22 &) BEg 3 I ¥4 AE Jve] £5 Yehe wolt.

%= 23a WA bz ITT 2 PPT 84 AE A 7] glojA], Qlc 2 Alubg Alolo] s £
23a%= ITT &4 AE Hekel glojAl, QTc B 4wk Atelo] e vehls =olth; = 23bsms PPT -Er A
E fekel 9loA, Qe B A Abole] #EAge YEhilis Rolt)

A1

rﬁi‘

=

r~1m
I—H

g e AN S FAH
e aof

ool B AZA M(myocardial infarcion)®] 22k o¥FS X 538}7] 93 kAl (medicaments)] ZAol

oF A& (Chinese medicine composition)S A&dt= Aotk A7) Ao 23} vl A
) CH _04 ZX} oﬂu]— m /\171—5]. gq./ﬂ o] ]E(Vascular eventS)J \:ﬂ-/ng UJ ZH\:”—/K@ 71-/\2 3z
oF 2AHELS (8 ~ 15):19 T#H|2 WA (Salvia Miltiorrhiza, Danshen) & 4+ 4H(Panax
= ‘%l & (Borneol, Bingpian) 2= FA=o] Qli, A7 vt & A F&5E52 1

Z(angina pectoris
setct,. AV T g £
Notoginseng, Sanqi) %

=

ZZ % (dry weight)o]

2 ol oy, 7] @AlE CHDSl 23} o2 Qb A QI(stable) FAS CHDY 2xF oS vepdth. 37

T F 2AAES A ARA FAF CHD Al dolA] U7+ (exercise tolerance)®] 7} 2 AA A

b A adE zhet, T, AV T F 2AAES ST-H-E(ST-segment) 4 (depression) Hi= ]2

A (interval) A& (prolong)s AAAIZA 4 AL, =¥ FFAQ FA4F CHD 3HAtel oA, FalFo LA
5

A4 3
ZH(onset time) H& o]9] A AFE AAAE F N5 REE &Y & A3, HERZZIA
(nitroglycerin) ZH](consumption)& FAAI7|™, A FAlF CHD el dolA, 4o A& /HdAZ
ATk T8k, A7) kA FAS CHDY] 23F o2 sFr)9] A2 s A 4(biochemical parameters)2] 7Y
X33lth: B-f-d (type) YEF o] =HE] =(natriuretic peptide; BNP), C-9F24 @& (C-reactive protein;
CRP), A AgwaA x| utolA] A2(lipoprotein phospholipase A2; Lp-PLA2) E & X A]2~H]2l (homocysteine;
HCY). o, @& AtollA] BNP, CRP, Lp-PLA2 2 HCY7} CHDE] Aol ¥holdfar, o]Eo] CHDOl $loiAM, =
5 54 W& (local inflammatory reaction)= Z#jale F83 Q4 ZFolgt HojFrk. A7 A4
A= CHD Aol QlojA F7kgheh. 2 o] dAtolA vEhd uie) o], A7) S5 oF A4S A7) 7t
g AEeE] AeE aRAeR 9E £ i, AR AT AEEA AF ApolelA FAFOE Fd zolE
HItH(P<0.01)

I PN A )

g

B oawe] g, 47 F3 oF 2ABE dAAA AT A 27 o Agel oA, p-F8A A
5] 7

=
H a
(B-receptor blockers)?} Z% & (combination)® AFEE Aotk A7) B-XdA(B-blockers)yE TEIHZS
Z(propranolol), BE=Z(pindolol), ElEZ=(timolol), Dﬂif_%%(metoprolol)[HﬂE‘r% (Betaloc )] 2 oAl
== (acebutolol), HIEHFEAE= W]E]ri®*°“ Egsht ol drAsIA] ket 3, gE = NEE
(emerging) B-T8A AdAlete] 2ggEdd JofA 47 T F 2AAEY] 855 2 2o W (scope) ol

3w ofof g,

2 ko 9]3}‘?5, 7] AzZbek d3Ad oWl E(severe vascular event; SVE) 2HA) 2 ApdAe] 24 CHD @At
o JojAl A7 oMl E(severe events), olE €9, Fo(death), A7 M(myocardial infarction) % &
3 Lﬂ(lschemla shock) &9 4 2 AAAE Fole= A& Uepdn. Avrt, ol s 32 24s
(coronary artery bypass grafting; CAGB), 7434 Hd# Hde9 A<= (percutaneous transluminal
coronary angioplasty; PTCA) & @347 &3 (angiocardiography)®] ZoAAE Fol= AS Xgsid).
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ool ok, A7) T oF 2AES AR dud ojiES] A mE AR Had oM & i
FAl(antiplatelet agents)ot Zd== AMEE Aotk A7) & oAl o~y d(aspirin), ofAHER

(acemetacin), EZAFH®(troxerutin), ©o]d2ltb&(dipyridamole), HZ2~E}Z(cilostazol), HAEIEZT]
H(ticlopidine hydrochloride) @ YEH AT (sodium ozagrel), BFEASIAE of~TdES X338} o]
gHgetA] ke AT, 8 e AR & dAhwAR x3Ee oA AV T35 oF 24EY] &5
&b o] 19 ‘?loﬂ ZgtEofof g},

2 e ostd, AVl = ¢ 2AES skAsHAl (9 ~ 10):19] FRH|E dab(Radix  salvia
Miltiorrhiza) & A3 (Radix Notoginseng) %% 2 8% (Borneol, Bingpian)®2 T4, 7] @4k & 4t
A FE2E FF(veight)> AX2FZ(dry weight)olth. 7] @4t & AN FEES 4 9 FEAE 5
Aol &3 AozRE ZAFHJY. AAS(starting material )& AFEE il & AHAA Ak (crude drug) ]
FTEH = (3~ 7)1, viEASHl (4 ~ 6):1 R 7HE vt A 5:lolvh. Y] whak & AN FEES ﬂ%@l
2, vFA A ok 97] -8 M(weak base aqueous solution)ell 9J3l A= A =

A, A7) okt dZbe] =89(weak alkali aqueous solution)& pH7F 8o]AY ZHTF H& %k% zk
FASHA pHZE 8 WA 9, 7HE ukgAl el A pH 8oltt.  olE Eol, 7] @Ak & A

Hell oa] AR & s g 4y &A% a”“ 7}-¢] ")r*c} L *c}i“c} %, 99,

oAREe] AHe 55, v5d) ¢ZES(alcohol) & #

%,

Doj S (supernatant) S A5SE B FE= AeS AL 5.

N
N
o
ol
Jl
MEZ
K
fiio
g
=
D
(@]
o
=
o)
o
=4
D
O
’O
iy
o
—t
o
5
_1
dé
|
e}

Eodbo] olaldl, ] @Ak & AR FEEE §17)9 AR FAE Rl oA Az}

v 3](each time) 7F#Ql ©aF 2 A4S 2 jA] 30, ©at B AFEAR Aoke] 4 W] uje] E mE ofgh
dzde] &N I FE, FEEY A, oJHE £F(blending) F AAFHES A wF;

HAE 3L F57F 50 ~ 85%(v/v)7F HEE 5
=

%__'1 =~
AEO o3t gEolomvy Rmee] AFE ¥ FHE AT AT FE

o o

271 A (a)o] YoM, A7) FEF LxE= vl 60 WA 12002 FA e, A 9Fsk Ak gl
pH #& 8ol AY olrt} =i, ulgkdsiAl= 8 WA 9, 7Hg vtaAsiAl= golth. 7] oFsk &g ¢8de
vrA s A 0.3% WAl 1%(w/w) =9 FTENUESH(sodium bicarbonate) 8, 7 wlEFsAl=

0.45%(w/w) FZ2 FTEAUGEF FEAoltt. 7] oAHgde FEFE F(extract Volume, Lol A7l A ofo
o] 1:(0.7 ~ 1.3)9] H| &) HEE FEES FF%H.

A7 A (D)l A, daes HHAS 7] H3 AT, A7 w599 HF wEv vk A 50
WA 80%(v/v)oltt. A7 5 FEE9 AU %(relative density)+ 1.15 WA 1.4590]|t}.

o] oEtH, A S o 2AELS AEZ e AF ALEEHE(frequent ly-used) W (procedure), ¢
Eol, AAN(dripping pill), ¢F@pill), F&E(calsule), FHH(granule), AAl(tablet), HErA
(suspension), AM(injection), AR (syrup), ®WF(tincture), 7}F(powder), ThAl(medicinal tea), =4 X
54 &9d(local medicinal solution), 2= o](spray), Z<(suppository), mFo]ZZ-7<&(micro-capsule)
T gE oty og 587153 Ald(dosage form), HFEASHAIE HA Nl okstA A ¥ (pharmaceutically
dosage form)®] oW FF=E ZAE = Aok, FAANS A7 T= oF £AE B EHE fFHE(matrix
adjuvant) 2 Al Et}.

M

Bk oshd, 7] AANL AV T= oF £AE B wEX: ofFHER dEr. v, vEE
2 o FHEE PEG-4000 3= PEG-6000o25-8 Adeidrt. 7] T oF A viEYX ofFHES] T
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= (0.2 ~0.8):1, vFEASEA (0.29 ~ 0.7):1, ©< w&A&A (0.5 ~ 0.6):10]T}.

49 gyew £Ad £ w3

2

()

o

l> i)
o ™

A%
[e)
FRESE 2 AlS

A=
71e) W ow EE 2A °] = & A T
NS HAWI(dripping tank)ol %7, ¥ fMo] A-&(low-temperature) NA F&}A(liquid paraffin)el
EE dojx/ &, ¥ S AA 2 HFE AYNE AFTS % MY, 7] Holx: XEE 60 WA 100T,
A A 75 WA 85T, © NA gepd &= 0 HA 20T, utEASA 5 WA 15T t).

2 o osid, A7 mEY
pill adjuvant)o]il, ol¥ Holk d Z=Fo njEH A ofFH

A
(plastifying adjuvant)E 33tstt}.

WM E (natural dripping

FeprElshe) oFuE

it
2
'
)
r o
o
)
12
Ag 2
4)4

Eodkge] osbd, A7) mEY A ofFHEE ofdtH oz 3871sd D-2lH Qe A(D-ribose), T (fructose),
AL Z A~ (xylose), FHL~(fucose), T ~(raffinose), WE~(maltose), ©}7}Z*~(agarose), A
~H Z(sucrose ester), D-gEYA-y-ZE=(D-ribonic acid-y-lactone), 9lg]EZE(erythritol), AEHE=E
(sorbitol), ALz E(xylitol), o}gf¥]E(arabitol), ©]AWE|E(isomaltitol), ®E]S(lactitol), ZAF
(malic acid), Z~El#(sterin), A= (shellac), HLolEd = Z(phenylethylene glycol), ZTZAlo|dd
Ao Bl Z(polyoxyethylene alkyl ether), % Z3}5(hydrate water)E ¥3tsl= 7] dF9 FEZ 14
H Foziy AudE 4= 9l

AckzE, A7) Zg2Eae)  oFHEE  H33E HU(pregelatinized starch), FFEAWE AR

(carboxymethyl starch), o}&hH]o} i%-(arabic gum), Y =E @ (dextran), AlzBlyo} i1%-(sesbania gum), 7}
2]71d(carrageenan), $1% F(indian gum), F2A & (furcellaran), EZAML 15 (tragacanth gum),
Elrll = u%-(tarmarind gum), ¥ (pectin), IAFEr 1¥(xanthan gum), <7 AH(alginic acid) 2 ©]¢ &,

o}7F(agar), =EZ(lactose), =elAld Riw-2golgo]E(glyceryl monostearate), EHe]SAloEd Ri-2H|
olz o] E(polyoxyethylene monostearate), 7Fal¥®(cross—linked) Z4F 7I2E5AdME AEZQ Z(sodium
carboxylmethyl cellulose) 2 A& 7H(silica)Z TAHE TOoZHE Ag=E},

2 el oJsbA, whek 7|Ee] e AR o] mEYA ofFHE B EElAE Y olFHEE V] A
B ddYd=(natural-sourced) o] A ZAY = Mz A(quality)S 2HaL, Wk o]0 54 fle <A
g 5&o] AttH, o5& HAHHY A ALt 4] AFH AAHA AELA=(plant-sourced) MEZ 2~
OFHE 9l xEiE|TY o FRER AT & it

2 oo o, AV vlEg 2 olFRES FE2E Y] FRES uj&2 1:0 WA 1:1.15, vlgASH
1:0.1 WA 1:0.9, 7 wFk4skAl 1:0.1 WA 1:0.59] 4.

sl7]e 8 vAR A9t
a. 371 d549

E
(low-melt) "{EZH 2 ofFH

oq ?d— /K 8;

b. 5% Z 42l mfEY A o FHE T o] EES 9 FEFE(medicine extract)”} H7FE il ofF=HES}
A&Hoz Z HojE 3= &4,

c. 5H EFE) Z & urx 71d, H2 98 W Nd(cooling liquid) Z FE "o &, =

_12_
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[0045]
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S doks FEhy;
d. % (wiping) =¥ A2 (centrifuge)d] 3] TH ¥re] Wyzhol A,
e. AMNE AFS Yl e 2xo M ARE dofks A,

AAd A9 47 Adgd Wi JAA, 7] FE2E Y FHE gt nEYx FHES FEkH|=
1:0 WX 1:1.5, vtFAsHA 1:0.1 WA 1: 0.9, 7F% vl Al 1:0.1 WA 1:0.50]th. A EZ thdk uj
2

Ef2 o FHES FRHIE 1:0.1 WA 1:1, v sAE 1:0.1 WA 1:0.6, 7 wkgAsiAl= 1:0.2 WA
1:0.40]t}.

A A A A7) AFHE W o]ow FHEA 2 vEYx ofFHES %?M{P% 10 WA 303,
GAEH] MEYA oFHES} Z 49 ¥, dol H=(Ee £F "ojxX|2) &5+ 45 WA 95T, wiEA 3
= 60 WA 9BTCE 1°T Asey, WM (cooling liquid) A4A Ieb# (paraffin), ﬂﬂ‘% A2 2 U(methyl
silicon oil) Tx 21&E Q2 U(vegetable oil) (S £, TV, dvpxr|E), vt AE a4 ded £=
He A edelnt. Wzl 2xe -20 WA 30T, Ha‘ 15t A= 0 Wx] 18Colty. =¥ (dripper)<|
W A7 (inner diameter)< 1.0 WA 4.0 mn, WFAaAIE 1.2 WA 2.5 moltt. =" WHH-(inner) %

X
2o
o

Q) 5-(outer) 27 Alo] kel o]z} Hguf ko] ¢ Y& %

b 4AE 5 v

of olahd, A7) Auw HH AL Pzt Al W7t F7)(cooling air)E AREE] Z2AE 5 Ak T
Z4¢ 200710060640. 1(A & Wzt F7] @ FH|E AREste] 7] WS AFEst] A" FA Ao 24
W 990 2008.10.08, EUHE: (N1012792204), 3 5339 200710060641 .6[ A& : x}7k-& v}
9 A7he 7h2=(gas)e] Y(trap)S AMESEY] &obs xAI8h7] f1d gu], LA 2008.07.30, EYHE:
(N1012290994), 2 F= 53]&¢ 200710060642.0(A & 27F el &) 273 #7122 JA s ZA|8h7]
93 A, =YA" 2008.10.08, HLHE: (N101279221A) oA Huls] 7]Z¥ AJd(facility) @ WS AL
shalth. 7] WA e A7lel FxR EgrEc.

oo H e
do i a
o Qo

3wth WA 6wt% =7}

2 Ao ostd, AdgE AL o|EHo= H 2, vl EHAE dwtbol] wEk Hot
3t 22 (inputting material)el 9&A ZE D (coated) F YT, Fo) ?7}5{ AAA FEL o]E2H o7

=)
)
rob
il
12
2
=
)
re,
Al
i)
fut)
2
12

AFE AHAe IPHAY, ZPHA &2 5 v
o]

QA2 F (clinical trial)

A 24 AAAF  dolA], o]F WAWM(double-blind), ZAB-ZA(placebo-controlled), FZ4
(randomized), HE]-AE (multi-center), WHA A o](parallel-controlled) ¥UFA]go] wHA 01'?453 Al =
(chronic stable angina pectoris) Ao Joja] E dbmgo] Aby] ZFa oF A E("T89-005-0001-AU" =
E718)9 ¢kHAd(safety) B &8 (efficacy)S H71sl7] Slel AT, A 24 AP Bxe ua] of
AY HAas Aol oM Al T ofF 2AHES a¥e o 9 ¥F HFA TZEZ(Standard Bruce
Protocol)ell uwgl &5H3FA 8 (exercise tolerance test; ETT)ol oA Z7te SFAIZ o8t Ay F=F
oF Z2AES] £¥& Jhushyl fg Aotk 7 WA B v A4 E FAFT Aol oA A S oF
ZAEo] okdAl 2 WA (tolerance)S H7lsl7] 93k Aol

il

S xEf Aol o eFar(Australia Drug Administration; TGA)ol 93l 5915 5 ouH[Ago] 2 xEg Ao} &
FAN=A A=At A7) AR AAE 47 AddAs 23 F 7 i

-
lo
5
)
4
O
rr
P
tlo
24
o

ol
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[0048]
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[0051]

[0052]

[0053]

[0054]
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Hog USolAe AF("T89-005-0003-US"= X71¥)3 v} ZTA]® o (placebo group), Al@t(trial
group) (< ATell 11>l whe} Alzd 7] = oF 4E 375 mg, aFFel F¥).

Aot RO Sls &5, sl o3 weHQEh. F 109 Bt erEd LY
AEfol SHAAT. 7] AL 20089 05890 AL, 20099 07890 FRAR.
8o u}qu b= 20099 0590l FE AT

A7 AE AFE F ORES 29t s etz ¥ OETTAl ol A9 71X Fh(patients'
baseline value) 2232]d(screening)d Wt 2-5 AFGY; & e olFs-UA, A E-24 F F219
AT, o= 4dA F L gHA Foll oA oF AU (drug absorption)”F Z13(wave peak) 2 FH A
34 (wave valley)ol =23 u Ego]l=% A& (treadmill trial)o] =3},

HEo whAd oAy HAFS zte 18 WA 80Me A, 2 iyt A d 33| (Canadian Cardiovascular
Society; CCS)ell &3l 2+ T 39 FAToZ Auwrd dxe= 2F B LR EF wet EITE 888 +
gk, 149 2389 GASe d7]-E 3 (short-effective) ¢F, dE o], YEZZFg A H(nitroglycerin),
B-xtA(B-blocker) 3= Z MY A (calcium channel blocker)E B837]2 F8d AlHS
AQjsta, A= FAFT ASE 93] oldo ALEH %] &S T Favt vk, #Ae 23EE 9
ol Ao AALE "= A] wolol it} W E (case history), AlAZAAM physical examination), 3 U+ Al
A% (resting electrocardiogram), dste]l 4, Aulsg(heart rate) B A4 AAF &5 Ag. xF
2 z240] 9 A= AlAM(myocardial infarction; MI) XE WA (non-invasive) E¥ d3FH
(angiography)ol o8] Zgtel Az3k #5wA AW (coronary heart disease)d AAEH ek WA (case
history document)& 7FAoF &vh. Avir} o]E9] F42 v JAFo IS A of s, 2/%Ee
AZF 2= 5 o] AWHS-(motion abnormality reaction) /W ECG W3le] Wg€S 71xjok 3it).  Artrt,
A0l Qe A= -THA B oA goll BRlEojof & AgE FTH(ET FEX ZREZ glojA
o TEDE 3 WA 7)& 7FAoF 3taL, 1ejut 7 A Apolo] AolHe v 71 A 1595 WS 5 sivt.
-TaA G 2 oA E, T oA R $ 2HF 0] QE ke T Ao

>

O

AHo=, 1089 A= 1 2 2 A57ox 23HIL YUFATk.  o|F-W3 dAld JojA, A= FAF
e 2 dr]-g3 YEZIFEAHS] T3S dd Jl=(daily card)ol] AHojoF v}, I+ 22 TZEF
olald, ETT 28dA H[H a9, FoF & 1 WA 2 AZHE)], 2994 S(HA A, FoF F 11 WA 13 Al
7h), 5694 S (Huug) H 57 (ARG ol STt

‘MH ﬁlmﬂ ostd, w g AT FAE Aom 70 FHEoloF sfar, Zhzhe] el A 307) Al A

= 0Ee AFS gk aor ?ﬂ"jr. 2y, AgAee exgdde]o B pAAEeA A S50] o
A e 740]E‘ﬁ ol A3 go HH?JH ToR b 24 10 AAZE ARG olE #AE Tl
L2 3 ARk of& AT A WA ok, gy a5e 59 WkE A%

E
ofd SAH ToAE %%Xl &t

ﬂl_, mL

J

SHA HIbE X8E UE EE XA FaE ook sty AlFoA AlFTE AHE ol uigk Hsk Hhg
(severe adverse event; SAE)o] HIEo] x| &3, A7) =7 oF ZAHE ot AE A F(sa
document ) el 7]1=% i},

Lo

fety use

I. 1 T89-005-0003-US <413
I. 1. 1 A8 gxel
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[0056]

[0057]
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[0059]

[0060]

[0061]

[0062]
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89-005-0003-USe] A &2 "A 274, v kg JAUT Aol glojA T899 & H S Hrtshrl AR
o] ™A (doulbe blind), Z#A|H-Z4(placebo-controlled), 2% (randimized), HE-AE (multi-
center), W Oﬂ?L(parallel group study)"olth. AP Z2AE(flow chart)E = 1] BHojxth, &
T Al glofM & 125% 9] 18 WA 754191 EAF Bl oA A7 SHERAaL, F7] Al US (RO BARLICS
o 2lsf %“3“3915}. 5E A= Usel 157 o= AlE] (medical center)ol ®XEHJTH 7] A3
(Institutional Review Board: IRB)®] <Q1& W2 5 A3 Z12l<Ql FDAC A& Act. AWMA xk= 2008
39l TEHAL, vhA e ko] HF > 20009 29 22090t

A@ ] FA T (target population)S F7rHe] ¥ <tAY FAFQ 18 WA 80419 HAF B AR} #Apo]a,
At Hd39 8 (Canadian Cardiovascular Society; CCS)oll <&l 2+ Zi 39 JAFoz AdEdY. =
stEl o] gl #xk= A2 M (myocardial infarction; MI) = W] €]} <l (non-invasive) T d#Ed
(angiography)ol 2J&] Futd AZpet #A-F5A AW (coronary heart disease)?] AFAISEH At W &HIEA (case
history document)& 7FAoF gtth.  Athrt o]59] T4 oA FAF9 g s sfof sta, H/xEs g
N%E A= 5 ol A3 (motion abnormality reaction) Z/HEi= ECG W3te] WES 7hxof 3, 149 =
A9 dAse @7]-aH(short-effective) <F, odE E°], UEZZZ M (nitroglycerin), B-AA(B-
blocker) H=& Z Ad AtAl(calcium channel blocker)& H-&317|2 &&d AbES AlQstal, s FA4
T ARE A8 ojdel AMEE oo HE&ES T Favt k. Avrr, AAo] e A= -THA E 2 0
HA ol glEojol & AFE TFTHRET F-22 ZRZEF oA Hd TEDE= 3 WA 73)& 7HoF &
th. A& (tolerance test)ol dolx, 2 F HA Alele] Aol= 31 AR 1565 HE 7 UTH. -Td
AL odAed FHY B F, AAde A FAYE FoE Ui

K

e BAEe 3l ARTOR FANL QT FehAn &, A-FolF(lov-dose) & L I-FoF
(high-dose) :rL(O 125 mg B+ 187.5 mg, Al@oF AAd 119 Wyl o] AR, 0, 250 mg F 375
el 19 Felgow AU GUH Foldsich. YYTE Ansh] A $AA 4GS e e ng
A spolol @), W} Basdw, wl-ad YEzIHAR % p-58A Al Ex 24 AW v
72 287 + g, A8 J0e 87 9

ol

’m

ol

olZ-W7 Al oM, Fxl= FAFe W F Wr]-3y UERZFEAHY] FAFS dd Jl=(daily
card)ol HojoF st} HF FEx TRZEF W, ETe 28UA S [Hadd, FF T 1 A 2 AT
(B)], 2994 FH(HAAINE, FF T 11 WA 13 AlZh), 5694 S(Hua) 2 5744 H(HA T =3¢

o

I. 1. 2 94+ SA(study control)

A 2% dFAFE A= 6P 8 (requirements)E 9A3] mgih, ko] AFAE () w7 A,
AFAEolA T 2o SEFHJL, P T T2 I AFAEH(E) Hwol AFFHATE. Aol
AolA, AZbs F-2H8(severe adverse events; SAE)Q] EE HiE HEHI, 7|37HA2 93] (Institutional
Review Board; IRB)ell 93l sds]ojof g}y, A& oF @ A|gAF e FAAlo] QoA SAEE & 37| o

o, AA A|P7]HE<r IRBel s8] Alote #HHE o (suggestions)o] 3 EE ZTHE(publicity
materials), & E°], dt(leaflet), TV AZ(TV script) % Hiﬁ(brochure)o IRB] 5918 s w714
W L= X =), Al oA Hrtsl s AYs e RES H T A 59 A (informed consent form)oll
Argete 3ol Fasta, FAHIUT CRO A= (clinical inspector)E REE Age ZUEHH

(monitoring)& ¢wattt.  Avhrh, AL 9 (ROE BEFAHvisiting research) ©AIE whx|a, #AE
Ao glo] & $dS 9astq).

I. 1. 3 EE37)(sample size)d AA

ETT dle]gf 2 90% W9 Z+7he] Do) Azl #x 9 FFd 7|x38t9, 12 TEXEJE(primary endpoint)ol
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[0063]

[0064]

[0065]

[0066]

[0067]

[0068]

SIHS31 10-2013-0073938

AolA], 187.5 mg FF °oF FAET o
b 2= Q= Fxpy) ZF oA FHa
w, 7] el Solzke 369 #4

= Abolol 30% o]ujol]l TED tE-& ZA|5t7] 9sle] 3099 #H
I, AFTEL 80% otk 20% ®olx = v]E(dropping rate)S aeldk
sk How FHHTE,

I. 1. 4 "HoJely] &

RE fo]HE AXE o] (software) CRF 21(DMsys 5.0)2] AFE AHA FEolo Hd& A=A, dlel
Bl iU (data manager)2] TA otg], Hoji Tl H-Z<l Yol 12—171(mput )7F Zadch  delH

A o], CRF AE, DCF 9, &% 7HAA 2 dolg A3 (cleaning)E Edste EE X‘ﬁ% SR F AT

o} &9 7|2S& &) Adof|, HolE FAFY Y3 (data examination committee)® A3} 9H 5127} 11T
= PPT 24 AE(set)ZHE WA S A=A o] fel Qo] FHE AEE gtofofgitt. EfJI=(blind) E oI+
AL a9 dAZ vdr: A HA dAE dolHE A &, wsl(grouping) HEE EI, ] olE} #4&
Fet7] 913 Eg3el= F=(blind code)oll webAd A, B % Co A oz L}L‘; Aolth; T WA WA= A,
B CE 27 YelUA= Al oA o A5 WS & ZAUAA WEe] s Aot}

ITT &4 AE: [T #4 AE= Hojk 3 EITE Fofrd &8 =3k, 5 W39 de e i 190
YeR A
F 1
ITT 24 AE=ZREH AYE A
HE o]+
101 1. AEE) ] 93] M= 4= EIT Algd7 Aol QoA EIT 7IeX7F A=A &9kar, ol
QA Aol o8] AWMA FAe] T2 FEHFo HAFAY. A7) EIT dlole} Ay F
a7k AT, ysel, ZiAle] ¢7] 7ol # A, tE #xE] o= JETFe] §IN
=
2. F 71¥A] Atele] Aolrt 15% ool A},
707 (A7 AT FA7F olyda, FAS HES /A A ZdkTh. V1EA AE 2 EIT A
Aol AAAX, 7IE TF EE ST——‘?‘—E'— 74 (ST-segment depression)2] oW SAE gllch

PPT &4 AE: PPT 4 AE: A4 AlfS of7|A &L, ofujd a4d el
4 #H &3 (chronic obstructive pulmonary disease; COPD)& Z¢A] @ar, 8-F&5<F <
geit.  dolets ¥ e AEdd wyE7] 98 HE&FHAT. PPIEFEH AQE At
¥ 2 9 3 30 Yehdr}.

Forom, whg 7

Y2E(list)&

¥ 2
71294 Hoju PPT £4 AEZFE A4 744

HE Hj A 7]
H ETT 7S X[7F 74 o4 T 71=A] Abele] zpelrt 15% oA
101 N

103 N
301 N
303
308
310
311
405
412
415

N

i
K3
Y
%

|2 2 [ |2 |2 |2
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[0069]

[0070]

[0071]

[0072]

[0073]

[0074]

SIHS31 10-2013-0073938

FAo 249 ke B84 AH A

HS =48 ¢k
103 |MEXEE + 4=A
105 |COPD ¥ ¥

110 |COPD 83, 2009.09.09 3}F5<QF #7-7] X = (atomizer treatment) ¥
115 |FIE2HYE + =203 + gEexl
308 |CPOD W€

311 | #=EExl

412 |MEZEE + =2y

501 |olH=E + Ydga

502 |COPES] A1zhsk S4F2 glov 7HeAdol S
504 [¢FatEd

708 |2zl

722 |CPOD H €

1002 |CPOD ¥

1103 | CPOD

1107 [ ¢

1108 [MEXEE + d=2¢A

1201 |2l

1501 [MEZEE + d=20A + gzl

1502 | eps=epxl

a2

tdA dolet AE: kA HlolE AEL Aojw iyl Agets Bed BAS

i

B A=

=

Zaa(fall-off) T+ A5 (missing value) 2] A (dealing): 5744 & dolels elojd IAE 94,
ool mix|Et #EE dlolert #ER VIEAE A ASFES diAS] AREEHJAT. T AE JT
(population)ell LoJAl, A-(group A)ollAl 6% 2] 3A}(43 Adl), B (group B)ellAl 398 32H(37 Ab#l), B C
T(group C)olA 692 $2H(43 Atd)E F 1599 $2H12.2%9)7)F 5794 & $EAES A48 ANES F8
stttk FHE #E e, 299 Ak 2894 I, 49 A 5694 F E 2w FAbE 29UA] ol
. 5794 ol 8 F= A (main end point)ell loiA HoJELE SlojWd 7o) X7t AU, o]E2 EIT
o] 7)FEAIRES @4 ZEal 9loA] N/AR FAIH AT

I. 1. 5 % EA(population characteristics)

oF 70%2] JNAIZE WdelArt; Ht AL 60MA . VEA E AEL ALold]l Ak Sl oA Azbst z
ol Stk A TA 2 VFEA B = 2, = 3 % X 4o YERAL).
x4
Zt AE27 oA FJa BAF EA(IIT 24 AE)
54 H(2L Fo) L(A Fol=) P(ZEAIH) () (n=115)
(n=40) (n=40) (n=35)
o], H+(Sh) () 62.15+9.16 60.68+9.77 60.09+8.64 61.01+9.19
Lpo], ME-&(%)
=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)
A9 n(%)
) 33(82.50) 27(67.50) 19(54.29) 79(68.70)
By 7(17.50) 13(32.50) 16(45.71) 36(31.30)
Q1& . n(%)
Ll 31(77.50) 27(67.50) 24(68.57) 82(71.30)
=< 2(5.00) 5(12.50) 6(17.14) 13(11.30)
oAl o}l 2(5.00) 2(5.00) 1(2.86) 5(4.35)
71 e} 5(12.50) 6(15.00) 4(11.43) 15(13.05)
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[0075]

[0076]

[0077]

[0078]

[0079]

[0080]

[0081]

[0082]

SIHS3l 10-2013-0073938

71(m), H++(SD) 1.74%£0.12 1.70%£0.11 1.69£0.10 1.71%£0.11

A kg), B(SD) 97.13421.82 90.27£21.07 92.67423.32 93.39+22.03

TED 715, H+(SD) 304.65+87.51 286.35+81.28 308.93+76.84 299.59%82.09
I. 1. 6 2323
ITT 2 PPT #4 AEE A H7HEAC. A7 Aol oA &8 Hr7le F3F 4 (mid-term
analysis)glol, P gt dlolel 2Ho] A gt
¥+ B3~ IR ES(Standard Bruce Protocol)ol] 93, XE &7 (therapeutic effects)E 93 F8 A%
(main indexes)¥ ¢F &% (drug content)o] 4 @ 8F o] XE7 B ZgAH T Alole] Ao oA Ha,
HAd thE w, TEDY WIE wusts Zoltf. oddd AHZEE FHHo £3d dojete] Aledd
(arithmetic average) ¥ ¥ FHA}(standard deviation; SD)+= X E A FE(therapeutic parameters)S % 7}5}7]
A8 AFEEAG. FREA 84, dE 59, Yo], A E/Es F5A, 24, X589 Zold QoA dlele}
Arbd ol ke AEHF(SD) T HAAFH(least squares method; LSM)Y #4S agsta, 9w
(significance)+ 0.05%t}.
A) ZAHA &L F=8 XE 4 dole
¥ 59 ¥ 62 ey Wi o ITT 2 PPT 419 8 & W (main effectiveness variables)] £
okg UERdTh

5
EIT, X£SDell o)A, TED ¥3le] oK(IIT &4 AE)
HHE LIk H(aL Fol&) L(A o) P(ZEFAH)
(n=40) (n=40) (n=35)
745 4 04A TED 71X (s) 307.25+12.89 284.734£12.31 312.28+12.63
28 A TED(s) 348.00+14.58 310.50+15.32 330.91+17.09
Aok dHEE A 43.35+9.73 24.15+8.01 21.99+10.56
sto] s ats
ZHPANRFY BHEE 21.36 2.16 N/A
A () s
29 A TED(s) 365.44+16.58 330.38+15.22 330.94+18.90
7= 9 dHEE W 62.21+10.62 41.47410.06 22.01+£12.08
slo]
ZEA R BEd 40 193 19.46 N/A
TN (s) %3
562 7 TED(s) 368.38419.42 343.76+16.82 352.85+18.63
7ot dEE | 62.96+12.63 54.48+12.84 42.26+12.17
3lo] Hfx
ZHPANRFY BHEE 20.69 12.2 N/A
A () s
574 R TED(s) 370.76+18.36 341.33+15.25 352.66+19.18
7= 9 dHEE W 65.55+14.66 54.98+11.94 43.73+13.26
3lo] o+
ZHA T BHEE 21.82 11.25 N/A
WA ()

+ A A NA, 71F2 9 vuwE TEDY %t
Atk FHA GAo A, ol FAde] H
oo ZEA R} P
Alxt= At

A AN dolE: ge dol ARTe FgeE AEZTH
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[0083]

[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

[0090]

[0091]

#5P<0.05, BAH %,

ITT ‘Z'}H}j\Eoﬂ

oiA, sAF AA F=
AR, A T (187.5 mg, b.i.d.)olA 1270A(27.9%),

ZHA RN A 470 (10.8%)7F A AT,

T (valley concentration)ol 4]

A Fol

F6

]
=5
R

SIHS3dl 10-2013-0073938

A gl

ETT, X+SDe} vlws TED W3le] QoH(PPT 4 AE)

NEE

IS A 4= H(3 Fol=k) L(AH Fol=) P(ZSA1R)
(n=26) (n=32) (n=31)
745 4 0YH TED 71531 (s) 295.46+17.29 292.59414.56 311.80+14.28
28 A TED(s) 346.88419.66 314.28+15.44 332.71+18.83
7= 9 e W 51.42+12.68 21.69+6.19 20.90+£11.33
slo]
ZHA T BHEE 30.52 0.78 N/A
A (s)
294 A TED(s) 360.00+21.81 329.41+16.46 335.00420.10
Aot dHEd |d 64.54+14.08 40.32+10.06 23.19+12.18
slo] ot
ZHPANRFY BHEE 41, 3455 17.13 N/A
A () s
56 TED(s) 360.48 +26.46 343.03+17.91 353.29+20.29
Z|Ex 9 dHEE W 62.90+16.45 56.47+14.06 48.53+11.31
slo]
ZHA B 3 14.37 7.93 N/A
TN (s) %3
5727 TED(s) 375.08426.70 343.56+16.33 359.55+20.16
ZlEA e HEE W 79.62+20.96 50.97+13.22 47.74+13.63
3lo] Hfx
ZHPANRFY BHEE 31.87 3.23 N/A
TP () s
WA GAN A, 7]F=X9F Bl TEDL st 42 A 2 71X Ale] TEDL] Wis) Alitel <& A

AEAT FEA A, T

o ZepAnTa gAd A dols e

A= A,

#xP<0.05, FA4 FI=

¥5 =44

5t o

b, F% o 24EL
Agle] QojA, Ha o
29 A%} B 6, &

501 vpeRe wlsh ol 1

Z:"é%(léé 7.5 mg =+ 125 ng,

B) Uolol mje 24d F& &7 wolg 4

TEDS] W3}k

7141,

Al 2 A

% 3
R DEEIE:

L

L

AL}

B4 AES 9 2

t1d)E H&ats Al 2

AFEEY SEAETY] FdEs

] 0] A}e

1——1:1 =

#A(positive correlation)E YWERHAA] EApTH =

8b). TEDY W7} ITT &4 AEe] A ETTY Wzl lojA el ko] st

9).
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P-PATol B3 oF 2YRY JFE

9130 TED H #tel Wk
olAl AR o]l QlefA B o
48l 3 FoJ(187.5 mg, b.i.d)olA B AN A T #A
EEollA A FowFat (125 mg, b.i.d.)ET} C
8l = 79 vkt

PPT 4 AE|A 1

epue.

2 4 A7t
(125 mg, b.i.d.)olA 9704 (20.9%) ,




[0092]

[0093]

[0094]

[0095]

thel 9 TED ANA Apelel AgkpAlsl e,
% ART R FOABT Aol BAFHOR Fo
A
lg_

2 10b, % 10a

2 10be Hau 2 F

SIHS31 10-2013-0073938

g9l (linear mixed model; LMM)©] LSMell
A7) A8 AFEEAT(E 7, 8 E X 10a
AE FolA 7]EX| 2t #HAE TED 7]A 2]

LSM #41& BHoFE; = 10be i s=oA ITT £4 ME HubolA 7|EX 9 e TED 7)d2 LSM
HoEh).
x7
ETT, X£SDell UojA], TED 7§49l LSM £ (ITT £4 AE)
TED W3} B(aL Folg) A(A Folg) C(ZTAIH)
(n=40) (n=40) (n=35)
28U A LSMell oj3l] 7|4 #A=-w 45.40(8.90) 23.55(8.88) 20.33(9.50)
TED®] %3} H| &
A o ZEA R (P-7h) 25.07(p=0.057) 3.22(p=0.80) —
294 A LSMell oj3l] 7]&x] #A=H = 63.74(10.55) 41.31(10.53) 29.49(11.14)
TED®] %3} v &
A o) ZeEA e (P-3h) 43.25+(p=0.005) | 20.81(p=0.18) -
57U A LSMell oj3l] 7]&x] #AHw 65.02(11.84) 54.88(11.82) 39.59(12.36)
TED®] %3} v &
A o ZEAR(P-3h) 25.42(p=0.14) 15.28(p=0.37) -
56 A LSMell oj3l] 7]&x] #A- = 67.03(12.77) 54.70(12.91) 42.31(13.81)
(LOCF) TED®] %3} v &
A o ZEA R (P-7h) 24.71(p=0.19) 12.38(p=0.51) -
P<0.05, BAIStH o2 o]l 2ol
Iz 8
ETT, X£SDell UojA], TED 7§49 LSM £ (ITT £4 AE)
TED A3} L(3 Folg) L(# Folg) P(ZEAI )
(n=26) (n=32) (n=31)
2894 | LSMell 9J3 7]=2] #HE TE 53.60(10.60) 21.36(9.52) 19.42(9.69)
Do] ®¥isl v &
MA o FEA R P-30) 34.18%(p=0.02) 1.94(p=0.89) -
LSMell ojal] 7]&x &= TE 21.13(4.12) 8.10(3.70) 6.53(3.77)
Do] ®¥isl v &
A o ZEA R (P-7h) 14.60%(p=0.01) 1.57(p=0.77) -
2994 | LSMell 9J3 7]=2] #HE TE 66.35(12.67) 40.40(11.56) 21.60(11.60)
Do] ®¥isl v &
MA o FEA R P-30) 44.74%(p=0.01) 18.79(p=0.25) —
LSMell ojal] 7]&x &= TE 24.87(5.35) 15.59(4.89) 6.85(4.90)
Do] ®isl v &
i b SEARP-3D) 18.01%(p=0.015) 8.73(p=0.21) -
5644 | LSMoll of&f 7] #AE TR 65.56(14.50) 56.35(13.19) 46.43(13.22)
Do] ®¥sl v &
A o ZEA R (P-7h) 19.13(p=0.33) 9.91(p=0.60) -
LSMell ojal] 7]&x &= TE 22.64(5.81) 23.47(5.28) 15.07(5.30)
Do] ®¥isl v &
A o ZEA R (P-7h) 7.57(p=0.34) 8.40(p=0.26) -
5744 | LSMoll of&f 7] #AH TR 82.94(16.48) 50.47(14.80) 45.47(15.07)
(LOCF) Do] ®¥sl v &
A o ZEAH(P-3D) 37.47(p=0.10) 5.00(p=0.81) -
LsMell ojal] 7]&x &= TE 30.87(6.57) 20.93(5.90) 15.68(6.00)
Do] ®¥sl v &
A o ZEA R (P-3h) 15.19(p=0.09) 5.24(p=0.53) -
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[0096]

[0097]

[0098]

[0099]

[0100]

[0101]

[0102]

[0103]

[0104]
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g7lell HeX = wpef ko] TED 7fAel QlojA] st Fo-aa #AZE k. ole Fojwgko] TUIEW, &
o] f= A= Aot dFE E9f, 29¢A &, ZEA BT vluste], o TS I A Folgt
o 747k 19s 2 4557 Z7FE Q).

28 Bl 29UA) ol L FolF Bl ZEAET Atolell A FAIA R Fol Al AfolE VR

C) olx&#(secondary effective) GloJE} #4

olatg ¥ dlolele 15Y B¢ FAF9 Wik(weekly frequency of angina; WFA), 1Y ¥<¢ UEZZFZAH
2 (weekly nitroglycerin consumption; WNC), ST #&7}A A7t (time to ST depression; TSID), 7}&5%Z7
A2l AZH(time to chest pain; TCP) Z 4r¢] H(quality of life; QoL)& ¥3ath. ECG 2 A3y A%
(biochemical indices)i ©AMA & (exploratory parameters)®A ¥z A},

% 12a 2 & 12bo] YEbd wie} o], TT|AHET R A FoJF(125 mg, b.i.d.)T wwste], 3 Fojk
(187.5 mg, b.i.d.)9] AT Fx W= gk 3l A3 o7t vk, FEAEE G vlaste], & 13a
gl 13biE A R(187.5 mg B 125 mg)e] 01@%0& Hag Folgdel] loi folAql a9
EhdiTh. et 71 9] WFAS 9 2.7438], Fat 7]EA9] WC= 9 0.53 mgel it

tlo
f
jale
o
T

—1m

*1
71EA 2 %% TED /}1e] LS) ME et E b
A TED /jAe] LM A4S R

E 9 9 & 149 YRt upe} o] FeA|HT I vluste] TCP(Hargk @ A g+ T3 & 2= A=
o BHEF ] FoHo R FUIsIAT. o= T oF RAEo FPMNF S 2SS YEWIY
FZ9
ETT, X£3Dol oA, FAZF(E)9 T4 A7k HIH(ITT £4 AE)
A& 713t 031 Fo5) L(A F9%) P(ZEAH)
0 A 280.18+16.33(n=25) 274.414+14.43(n=23) 293.50416.78(n=26)
2847 333.88£21.90(n=17) 309.00%21.56(n=18) 308.28+£25.12(n=18)
29 A 329.06+25.34(n=15) 311.95421.19(n=19) 300.59427.31(n=17)
564 A 338.56£28.69(n=16) 332.35+£22.04(n=17) 327.60%26.22(n=15)
57U A 337.78+24.51(n=18) 336.26+19.19(n=23) 318.60426.12(n=20)

1]

F 10 B &= 150 yehd wiel o], a1 ol (HAY) B A FolRg Abo] TSTDO] WSk Hlurbs/del
AT ZEAETI vlaste] | 4F X maatel lojA SAITA SR {FAHI Afolrt AT FTE of A
Eo] 3-AlZ5d(anti-myocardial ischemia) EIE zt:= Zo] AWy, H|E Ajr oz e zhsle ST-
BE 2ALE A3 A= k(reliability)E #AAAIZ F Aol EFsta, 7] FA= 2 FEIEINE 4
o} A dBEH AT

3£ 10
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[0105]

[0106]

[0107]

[0108]

[0109]

[0110]

[0111]

[0112]

[0113]

[0114]
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ETT, X£SDol oA, 0.1 mv ST-H& E&He] AZHITT ¥4 AE)

g 713t H(Z F=%) (n=40) L(AH F%) (n=40) P(Z2A 1) (n=35)
04 A 295.18+19.34(n=20) 261.294+19.77(n=21) 288.81+21.23(n=19)
28U A 309.00+39.08(n=12) 300.15+24.53(n=13) 298.40+68.86(n=5)
299 A 308.25+41.81(n=12) 292.93+26.61(n=14) 277.80459.95(n=5)
564 A 321.80+40.96(n=10) 308.82+28.87(n=11) 274.50+61.38(n=4)
574 A 321.79+31.73(n=19) 287.00+27.65(n=18) 306.57+34.99(n=7)

D) A3}sr3 A9 (biochemical indices) ¥ 4te] A HEX S 24

Aol A= HEX(Seattle Angina Questionnaire; SAQ)+:= 4+2] & ZNAo] dhall ZAME7] 98l A% AT,
gt R FHART ALoldl A ojuslt SAIEH o2 FoHQl AfolE WA K

U:BL‘

)

A& A, A3 A T A (biochemical markers)E ml#o]l gJojA, o2& daF NE T JdA RUEHHS
O,

st ety AR F83HA A5 fE EAEAT. A RT Aleld SAITA Apole HI EA gt
2 A& (exploratory model analysis)< A3}t A4, F£8 FRIQANE A5 9 23} ERIQAE A9
3 ok ESH, OE A, UE FogT 2 U2 sk A @ (subgroup) AbolollAl Askstd A=) wish

fr om0 o
>
oy J‘;r

T o2
i)
i 3o
2
o

Bty 2o Al oW )¢ (enlightenment) 94 (significance)S A|&3F A7) AFH A3ez Ao 9

= 17° yERd BRe} o] ZEAIR T HlwEt, FE X5 BNPE AWA wWiEels, A3 i .
ULA, STA BT Hwste], & Tt LP-PLA2 #h2 2F7H(slightly) YrolAl 2894, F& A ET
o oA F== oF 2AES B3 s o] LP-PLA2 S FAl(greatly) 7HASATHE 18).

e, A7) Asd AskerE AxE 2994 9 57949 M =Z(each other)¥rE olye}, TEDS] 7]EA % TED
o] Wsto e dAto]l UAUTE. AT (relavance) = o5 (predictive) EHO FHES & & vk,  wepA,
Azleta Aol ole A H M efficacy evaluation)E o7 &5 =] esktd. = 195 AJgtsrs A<= 2L EIT
Abole] A& A (correlation) S HolFErh.

I. 1. 7 A48 (grouping trial)

T oF 2AAE EHHJAA Hrrstr] Yete] v FATHE
(exploratory analysis)7} th&o A F3EHAT. Yol(< 64.5
= = 300)= ZF 9 ¥3%}7]=(inclusion criteria) @M Z+zF ol A X t}.

AN

o
ing
o
rlr &
jfz
=
rg
i
X
Jo
>
i
>.2
g
4
Mo
£

4(64 5 Alxrt ofd) HhL%} , TED= T30 ¢F 2AES] t& FAZoR A5d volE kA lojx]

A=A, ZERARTE = 64.5 Al (= 20b) B} < 64.5 A7t (= 20a) SlolA &4 o aniAde +
Joh. = 20a WA 20bi= ﬂr% tpolo] Htel] glojA 7]Exek #elE TEDS WekE yeldth. & 20a
(< 64.5 M)l lolA 71EX9F ddd TEDS ¥W3tE vehdt. £ 20be HE(= 64.5 Aol 2
d¥ TEDY W3lE v, ey, ZEA e g8 Xawe > 64.5 AT A 2F
T AR 7|EA R v aRE BHin. A7) @42 o dele Fde] A Jurvk
A AWE 4 Adrk. wEbA], 259 A oA IR siAE A AdE 5 gl
gl lojA], ol HYE 13k FRERIE QoA T oF 24E9 a3 dia o
ER T},

il
N, F—E =
ol

ox rE b My L
_V;'
N

R
L o
§rﬂm
o

A

-~

v
—

o oo T
A T et
e e

Ho & o X orlr dlm ook F
: 1NN
N

o
v

)
N
S
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[0115]

[0116]

[0117]

[0118]

[0119]

[0120]

[0121]

[0122]

[0123]

[0124]

SIHS3d 10-2013-0073938

Mgsl, EeRAEE < 300 THLE U% AZETOIEA D gl weh, AEH = 30003 Basel Bus
a3= Yehhdoh. 7] Aaks yol 2‘D*(age grouping) S ZHE] A& AEZN P }E}( 21la). 7ol £A
BE PAE NEA FEE 25, FeAmel &3 8 e DIE RIS 2

I. 1. 8 §Z%(treatment compliance)® B7}

k=& (drug compliance)®] H7hellA yepd uie}l o], Aok hito] A& (capsule)d] H&& 9
T Al ART AboldlA nE2A EEHJH(E 22). = 22% 11T AE oA, t& FoJxe] Xad
A e H5&E =3 A £E YEhdth. 7% oFgk  £$(the poorest compliance)&
ARk, A7 1 R ARd, A T Amd @ ETRAET AboldlA Aok skt a9
£ TR 48%, 45% 2 63%°] ATt

o] YERd wie} o], Ay o=@ mH F NAES LAskA EXIGlE W, TEAIRTS b= oF
S AE37] 9% 7] (incentive)7 AT, ®HAC, 1 FolFae] xt= X550 3
isfactory efficacy)& 7FA7Iwjitel, F@&Ao= HAGA ko] H&oA o Zd A=&
AEe] B2p7b 4-F A 1] (tryout)" & &ENE < o,

o] ok Hg& avkEnk. ey, BATF AREFEEH )5S AL W, 1 FART
TR, FUHHeR, AUe B dwe ZA4E 3

1o ox

N
|
oo M

—~
w

o

4 o
off
filo

I.1. 9 88 8%(efficacy summary)

Al 27 DA (T89-005-003-US) ol Al LpeERE nle} o], oFe] Fof(h, i d)E F8 ZBINE AFE A5FH
o2 MAANZ F QAT Z AT TR HA sHFEolA ETT F Alzh). FEAIRT ¥uEtH,
oF ZAE(187.5 mg)oll 93+ ETTS /WAL 2071Y 2 s57x|dofl FA8HE 2L Jistzr oz {940 (F A
.

ETTell 91ojA w“d(tolerance il 2 B, 4-F X7 T, 7]F=(300s)$} H|
wake], A FoF W 1 T & 474 17s B dds® SIFSIITHAA L) . AR
AolA 8-F A" F A" Fdavel A, EERART I Hluste] a1 Folg Bl A fFojRky RO W=
28so]At}t.  TEDS] Athgk(absolute value) 2844l 2 29URZRE &Aooz F77F A2 QY

2 &
ol >
r‘“ r\
N,
t flo
—r
e
I, of
ox
> B
o
()
£
e
=)
N
et

)
e

b FolRFael ol HAFEe TED W=, T oF 2AE R wx9 HU a3} Aolo] Add Atew A
B 45 2 8 A HugEEy =0t FEAT madel oA YEzZ M- v 7% (nechanism)&
ZBRZIwEl, S oF s AT 7] AdE A2 oldd & Y. FE &e) e (HA EIT

= H3 EIT o|F 2d4) o FqHATHS A A6t dojets= givt. H 2@ HA TED BFE ZdA)xo 9l
zZ

ITT A E#RE ofyel, PPT AERE 4¢ 7] d5d Add= dadeldy. dE% Fastd, u& 24 a3

Agv TddE FA, dF 50 49 2 /A, BTl oA AT 349 A, SI-F8 2429 Ad, 4T
o] Mxrl & 138t Pold, 139 HERZIFIAY 229 74, A3z AFE AEHoz veidt, A
o] o]52 TE FAF-mY WAE wata, 22 dAEH 2 AT FoE . oW AeE, 4
o] Ax7t FAEgA R v«]ﬂo]ﬂ} BEIA7E g SHEJAT. wEA, HF A7) A3 7 A 8T
of AolA oF 30 A FE AV ZAst] PR, Rz AN B RS0l FAI ol 539 of
et F2h9le] JheAde —ﬂ(emdenee) 9 EAEE o s A (combination)ol 9314w Al = ATt

7] AsE ddks 11T AE R PPT AEC] glojA, A o] A&Aolgity. Agw B FepAlET Afole] Ao
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[0125]

[0126]

[0127]

[0128]

[0129]

[0130]

[0131]

SIH=31 10-2013-0073938

LA FETAE EE 2% FRIAEAA, 45 EE sFAA eb] Qo us A,

I. 1. 10 ¢t 2
QP vlolB Al E(safety dateset; SD)"O] W Hojk W oF AwE W2 BE FAE ¥}
:'

q
X (safety analysis)& 3] AFEEATE. 123 /A= SDoll EF= S

N o A7) B3R5 AR 2 a5 Abg
3 ok ¥ 119 yEblth.  B-#E(adverse drug reaction; ADR) % TFE dAlolA Adr] Bzkg DAo) =
ZALE ATk, AZbe P8 (severe adverse events; SAE) B/Hi= F-Zh&-(adverse event; AE)wiite] o] zlof
ko] g8 Fug st 3v)9 mell At

¥ 11
2 T A 2k FH(SD)

A H A Fojgkat 3 FojET ZEA E T
Siape] dewis 42 44 38
B2 T) 28 37 21
AXH(E ) 13 7 17
o] (A 60.5 61.7 61.0
oFe] Fof(H5) 1 - 149 1 1 0

15 - 28 2 4 1

> 28 38 39 37
Hyt T3t 53.9 52.8 55.3

a) ¢AA dlolHY a9

Z 1238k7te] B ol&], ADRS 7F JHAY 51%(21/41)% A FolFET, 61%E L FolHr(27/44), 2 66%
= ZYAIET(25/38) 0]t ADRO] tFEE2 Aol 0101/‘1 PRI, AlgE ok #do] gt EE
ADRS 3 129] YellT. 2 FolA CHD S[dlE E9], W& F(tachypnea), 7}5°] 2% (chest tightness)
9 J}EEZ(chest pain)], B ZA[HE So, =, OMH, & Z5olth(back were muscular), thg], Z

& H oo FF] 2 5@(flu) SH[AE B9, €, ER8AY, $2d(sinus congestion) ¥ 7]F ]2 ADRZ
HEEoiE okEw, oy xR AREE 4 Qv Altor, oF A& o] whAlgk oFzke] ADRoO] U
Tk 7] ADRO] AE R ZHEH AAEAJCHA, AE Fx}e] F& ofnf: fojdo 2 Aot

S A B H]iﬂﬁ}o%, 1497, 4554 L 8FA o 71X QTcl#kel =A% QT Z+A(QT interval corrected

5& SAE YA &skth. 5 SAEE AT T oF By EA Zgkth. o2 AR

T 2 (few) 2 A H o2 A (relative small). ofrle, o5 <F3} 3¢
of glATHAE Eol, °]9 &5, 53 e 7I5E5).  wA-H]al(cross—comparison)ell &, ZEpA|H 0|
Qo)A e A& (incidence rate)S LFERHSITH

value)]—e‘ A%
= o]AlA]ﬁq o

ru’I do
== pes
jubad
ﬁd )

#* 12
7 Zo QoA Fahg W& (D)
wa g A ol oyl FolF, olwl FepAlnt, of
= E W E
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= v = 3(7.3%) 4(9.1%) 5(13.2%)
B, OJ};/H, 5, ]—?L%, o, 5(12.2%) 3(6.8%) 5(13.2%)
4, &, 0
=44, %5‘47_%])%‘, 371, 71 4(9.8%) 4(9.1%) 0(0%)
3
D EY 1(2.4%) 2(4.5%) 0(0%)
A2 0(0%) 1(2.3%, drelg] | 1(2.6%, =%
oF 7+9) )
Ao ot w3 0(0%) 0(0%) 1(2.6%)
AAGE 9 FvE]) 1(2.4%) 0(0%) 0(0%)
=A STt 0(0%) 0(0%) 1(2.6%)
5 & 1(2.4%) 0(0%) 1(2.6%)
Y 1(2.4%) 0(0%) 0(0%)
o 1(2.4%) 0(0%) 0(0%)
at 0(0%) 1(2.3%) 0(0%)
T4zt wlH] 0(0%) 1(2.3%) 0(0%)
ukrlek 1(2.4%) 0(0%) 0(0%)
& 1(2.4%) 1(2.3%) 0(0%)
Y 0(0%) 2(4.5%) 0(0%)
AGA 7 =, 7 BE, S 2Y, 5(12.2%) 4(9.1%) 9(23.7%)
Vs B/ =N
3748 #F T4 0(0%) 1(2.3%) 0(0%)
212 $H(CHD)
A E 0(0%) 1(2.3%) 1(2.6%)
a4 AAA 1(2.4%) 0(0%) 0(0%)
CAD A3} 0(0%) 0(0%) 1(2.6%)
Ad 2% 0(0%) 1(2.3%) 0(0%)
Hgd Aus 0(0%) 2(4.5%) 1(2.6%)
g Aol 0(0%) 0(0%) 1(2.6%)
2371 23 5T 1(2.4%) 1(2.3%) 3(7.9%)
w7 2(4.9%) 1(2.3%) 0(0%)
TE 2(4.9%) 1(2.3%) 0(0%)
A& 1(2.4%) 2(4.5%) 0(0%)
i 1(2.4%) 0(0%) 0(0%)
AAL 1(2.4%) 0(0%) 2(5.3%)
913} (stomach burn) 0(0%) 4(9.1%) 0(0%)
o] A 0(0%) 0(0%) 2(5.3%)
Al g 0(0%) 1(2.3%) 1(2.6%)
HI A1 st 0(0%) 1(2.3%) 0(0%)
2] A3 (mouth bubble) 0(0%) 0(0%) 1(2.6%)
] 0(0%) 1(2.3%) 0(0%)
A 1(2.4%) 1(2.3%) 0(0%)
A4 0(0%) 1(2.3%) 0(0%)
SE5A =y 3(7.3%) 0(0%) 0(0%)
H 23 1(2.4%) 1(2.3%) 1(2.6%)
7138A 4 0(0%) 1(2.3%) 0(0%)
ACETl J3t 713 0(0%) 1(2.3%) 0(0%)
A7 Al e 2(4.9%) 3(6.8%) 3(7.9%)
ik 2(4.9%) 1(2.3%) 0(0%)
=gt 1(2.4%) 2(4.5%) 0(0%)
*x 0(0%) 1(2.3%) 0(0%)
% (fullness of headache) 0(0%) 1(2.3%) 0(0%)
=5 0(0%) 0(0%) 1(2.6%)
o el 1(2.4%) 0(0%) 0(0%)
TE 1(2.4%) 3(6.8%) 4(10.5%)
H| 2714 ZM44 1(2.4%) 0(0%) 0(0%)
L2704 0(0%) 0(0%) 1(2.6%)
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[0132]

[0133]

[0134]

[0135]

[0136]

[0137]

[0138]

[0139]

[0140]
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3] 5 7 & 0(0%) 2(4.5%) 0(0%)
gl 1(2.4%) 1(2.3%) 0(0%)

T 7HE e 0(0%) 0(0%) 1(2.6%)

A e 1(2.4%) 0(0%) 0(0%)

&3t 1(2.4%) 0(0%) 0(0%)

84 oy 0(0%) 1(2.3%) 0(0%)

S5 gl 1(2.4%) 0(0%) 0(0%)

= 2 A = 7 0(0%) 1(2.3%) 0(0%)
HEH g+ 0(0%) 1(2.3%) 0(0%)

okl 0(0%) 1(2.3%) 0(0%)

HE A old 0(0%) 1(2.3%) 0(0%)

Hjo] @ wl# CRP 2(4.9%) 1(2.3%) 3(7.9%)
=713 LP-PLA2 %k 1(2.4%) 1(2.3%) 2(5.3%)

=713k BNP_ 3k 0(0%) 2(4.5%) 0(0%)

AT A Z 718k M o e kA 1(2.4%) 0(0%) 0(0%)
% %ﬂrﬁ Rl Z713k F#obeld 0(0%) 1(2.3%) 1(2.6%)
g gk =715 ol g 0(0%) 1(2.3%) 0(0%)
oFel AMAXALE(SA) 0(0%) 1(2.3%) 0(0%)

AST Z7}F 0(0%) 2(4.5%) 0(0%)

ALT =7} 0(0%) 2(4.5%) 0(0%)

eGFR ZH& 0(0%) 0(0%) 2(5.3%)

() ek g 0(0%) 0(0%) 1(2.6%)

13 0(0%) 1(2.3%) 0(0%)

#Zp toll A ADRO] A &S dERIT. A FoRFael @A F 417, a Folke] #4F & 44, B EEHAR
woll At F 389 ol AT

AN AZE ADRS Alstal, Al el HAlg o] AR ZPHAY F3he HAEE "ot A Fo
Froll G A9 (diabetic foot ulcer) A} 1H(FAHA &), ¥ 31 FAFT F5 4 19 (FHEFHA
2S), 2 S ET FA3(intense) 7IEES SR 1H(FAE A Z&S)o] AUt

B AFo x3H 3xE= 2243 W€l (complicated disease history), &4 A3F(progressive disease) 2
&3ty oFE X E(combined medication)= 7FHTh. 7o) oaiA, A5-A#E AEE 7S EEII):

@ A FAZT(5 A): /MHE #7)5(dizziness)d 1 4§, 7% MAl(diarrhea)?] 1 45 7IH S 4A38tE
Z(indigestion)d 1 A% 7FH& AAl(watery stool)9 1 A% 7FH EX3v(abdominal distension)®] 1
7

@ I T3 A$): /P 1+8A EZ(intermittent blush), W29 A =7 (distending feeling)
92 7ME FF5 2 7k FEAH (palpitation)d] 1 49 7FHE HE3ATR 1 49 2 7hHe ALY 1 A9
@ ZPANETU AF): /e VS 2 FE5Y 1 49, 7PHE Wv(constipation)d 1 A5 7PHE A8t
ol 1 49 2 7P E3(sleepiness)] 1 F-%-

o F AL R dojA, dEY®(Dantonic®)wo] FEA RO RFE = o] A
1 NREAFFTOZRE I3t zolE Hozw FTHE FFwA AW (coronary heart
% (short breath), 7}& 1% (chest distress), 7}& 5% (chest pain) T+ E#HY
(discomfort), AZL L3]S 2= 3= 7H2F 23.7%, 12.2% 2 9.1%0]) AT},

b) F&, S SAE 2 & ST AE

S A 24 QAARAN BT oF 2R JolA FHeol At wAEA @k E 13 ey w2
o, A@el oM g7 SAEE B2

_26_



[0141]

[0142]

[0143]

[0144]

[0145]

[0146]

[0147]

[0148]

[0149]
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1. 7V &%, A¥Als(atrial fibrillation) ¥ T4 472 (acute myocardial infarction; AMI)S] A&
Al Fd(cardiovascular symptoms)®] 1 A%, FHAY(foot ulcer)2 1 A 2 128G (hyperglycemia)e] 1 4
. T3 oF 2AEY As(L B A FAR) glolA A7) SAEE TEESY 1 AS, AAlEe 1 A4S,
AMIO 1 A, SALY 1 4S5, 28D 1 A5-5 28%c. W), ZeETd = 7HETEFS HERE 2
SAE7} AATH.

oF Amsh #ele] golth. AT, sApel A= EJTHOIAE
o QoM. 19e] 7t BF L tE B AAe S
18t AT, ARAA mAAL QY FRW 39 B3

o 1 4%, A Folgael 7 A% 1 4% R &

[t

fopstel, B Aol glofA] el WEst AR APRAY F0e) AL FE Hake 4] TP B3 o &
X =3

F 13
B9 SAES] 8.9k
S S At ANAAA = 2] % 27} Agte] 7
A
104 NEET T LEk) ARAA 2E | ek dd | AR
(715X 2] Fuf 3, <F
58 )
307 AMI =3 S AA3 A ﬂﬁl"ié’,
401 SAF(F=H) 7 = Fass A 9 k] AN
il
413 A A =3t pikel %A3] AA ?4741018
806 MEee ST =3t aqd 7N AN
(71FA o] Fu) &, <F
58 )

Al 27 YA A S ADRY UIREES 7PHA, SEAES BAVE AT EERARST vusty, gE
L (digestive system), & Eo] B3 gvto] 7IHu ALgs a3y
WS JhA T ‘%Wl FoAAE A2 dd¢E MY adE Yedg. 2 AT JoA, T o 2A4E
okl =

C
@
o
=
2,
>
=
ox
ot
= [l
=
e

[ to
X

[
ot
N
X
" off

187§ e] A e, SAES] Hardl 57 R AlPE ofd #ATE itk AW wF &
T ool EAE, & £, 771, AE(tooth pain) B 7FEETES A9 LASA &okrh.  wAbaL
(cross—comparison)ol €&, F= oF £AHEL 7] AFH oS Eehr|Rad} ASO] ISo] 2okt webA,
AE= o= A&l obf &8-S shA FeS Flskit.

I. 1. 11 439 ¢t A(cardiac safety)

QT ZrA(interval)& A& (heart rate; HR)Y AZetA #-HES HolFrh. Qlew ZduElzh 84
(Frederica method)oll &8 AA =, wehd 7] QTce HRI ZHHo|TH (= 23a © 23b). 2485, 44F 2
84Tl QlofA], QTce] HrWsh= 7]—ri] olake] 2 kel &) AXHETHE 14). 2 ALH QIco oHAE
SFEX T V|IESE 2 A=l oA TAER] ko).

=

X 4
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[0150]

[0151]

[0152]

[0153]
[0154]
[0155]
[0156]
[0157]
[0158]

[0159]

[0160]

[0161]

[0162]

[0163]

[0164]

[0165]
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BEE AT oA QTce] AlZk-71% WSH(ITT 2 PPT H &)
ol o] EFAL Qlc] AIZ-7]1% W3}
& 1495 28/29< A 56/579 A
ITT ®lo]Ee} e 1.68 -3.89 0.72
A Fod 0.56 0.19 0.14
A R 2.98 -0.87 -2.44
PPT d]o]E} 3 Folyt 0.91 0.71 3.38
A Fo 0.66 0.69 0.04
ZEHAN BT 2.70 -0.19 -2.56
Ao
Eoutg e 3l7] AAlde) o8] FREo] v AAE] AEE Aolm &, dr] AAlds B S Adglo]
2 ddslr] $3 Aotk
Azd 1
(1) A¥
Wit (Radix Salvia Miltiorrhiza) 45.0 g
A2 (Radix Notoginseng) 47.0 g
23 (Borneol) 0.1g
o} 5= E (adjuvant) PEG-6000 18 g

Aol RA o] A AT,

(2) & 2 a5

#ZA 7(coarsely-ground) T2H45.0 g) @D AAAH47.0 g)& FE=PHA(extraction tank)ol Fir, WA A
w9k 2 AEA Aek(crude drug) FH9] 5ule] ES € 2417 &<QF Zolil(decoct), A *, F
1=]

[e] XN
=

to 1 XN

HAR 1AZE Sok Fol7] ffa) 4ufe) =& HUET. o §, AR wdEng. Y] @<l

2l F(decoction)
Z%(combination) ¥, FEES ¥7] A @b 2 A A FAK FEE FIHDL)Y HE9
1:0.9 WA 1.1¢] HEF 47] &4 A3y, FFHAT. 2k, 95%(v/v) EHEE Fo3 FE=
gl HHF| H7Fste], HF oler2o FE7F 69 WA 71%7F HEE wEa, AN (surpernatant)o] E]F

EE 12 Azbeet AT, 47 *o%" 2 ofagitt. A7) ool 1.32 WA 1.40 iiE E(relative
density)®] FE=& A7) fl8to], olge A7 o&f sFH.

(3) AlFEe] =A

A7) A5 @ik & A FEE, 83 2 PEG-6000(18 )& Z 4ar, 85 WA 90T 2=7H#] 98 7p8it),
20 WA 1208 &9 2 5, V] EFES 257 85 WA 0CTE FA %+ HA7|A @A(dripping machine
tank) 2, 7 WA 8T AA @ (liquid paraffin)ol "ojrmgly] s olFHAUY.,  2F(pills)&
AWA G, A A AFS AFsH7] A& A A

(4) AFEe] 54

A7) AFEL FH2-31FM(red-brownish) 9] A TF Lok
oJA] &F(fragrance in smell) 2 o] QlojAa 2t} dof

mm®] t}.

28 g7)(uniform size), & A, WHAjd]
Fe 25 mg £ 15%/ <<k R AL 3.34 £ 15%

)

01Niﬂ
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[0166]

[0167]

[0168]

[0169]

[0170]
[0171]
[0172]
[0173]

[0174]

[0175]

[0176]

[0177]
[0178]
[0179]
[0180]

[0181]

[0182]
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Az 2

A 7 @700 g) B AHEAN(18.7 @) FER I Fa, WA Y] a2 A Ak S| suje] &
S WAL 2ARF Bk Holal, o3 & AH{ ok FHAR 1IAIF B Eoly] 98 4uje] &S b o
T, AFES A, A7) 299 55 2% F, FEFES A7) A Sak © s Aok FE(Kg)ol &
E FI0L)9 v 1:0.9 WA 1.10] H=F 7] 8942 offsa, sFEAch. 28] avA], 95%(v/v) ol g
25 dolzl FEE &0 A Hrlste], HF oer&e F&7F 69 WA 71%7F HEE vhEa, A5 e &
YHES 12 AlZEs<E AT, 7] A A ofigitt. A7) o 32 1.32 A 1.40 U RS FEES
A7) Yo, ek A7 o HwZHHT

A7) AF"E G & AN FE2E, £3(0.8) 2 PEG-6000(15.5 g)& & 4aL, 85T 9 2574 E& 71eit).
30 T Ae T A ERES £17) 80CE fFAHE HA7)|A ¥A(dripping machine tank)®, 7°C¢ o
A ke "ojrmely] 93] o) FH ATt LeF(pills)S AUA AL, HA| AL AFS AFEr] A& AA
A=

B7) AFEE HE-aEA Y] T defolar, 2 A7|(uiform size), Wizl EW, WAl SlelA F = 5

o gloja] 2k, &oF S 25 mg + 15%/oF © AHLS 3.34 + 15% mmo|t}.

Az 3

Wit (Radix Salvia Miltiorrhiza) 96.0 g

AMA 2 (Radix Notoginseng) 1.0 g

23 (Borneol) 30g¢g

o} 5= E (adjuvant) PEG-6000 20 g

WAk @ abEe 22Egar, A AFELS AA JA7F 64Co |, A FEkdoe] 0T 2% AL ALsta
AAY 17 22 e R Az ATt

oft

A7) AFL He-asAe] o gofolar, e AV (uniform size), W12 FW, WAl oA L
° ©

A=)
=
o lojx 2}, ek FEF D AL 3,34 + 15% mmo|Tt}.

[\]
[@2]
=
i
H
—
a1
=
~
e
12
1

A zd 4

i & AR FEEEAC 19 BHORE Alx) 96.0 g
£ 1.0 g
gE] = (lactitol) 3.0¢g
o] =¥ E (adjuvant ) PEG-6000 20 g

FElE 9 dE3E S (pregelatinized starch) & 4o, @3t & AL F25 2 8497 HArtd 24 7]
Aol Fa, FEWH(vater bath) 2%& 83T%E ol & HSuj7tx] FeinloA 83 #4435 2 71d3n,
70C ofgioll A, A7) & gde 0C WYHAYE 2 U(methyl silicone o0il)e] WZ4(coolant)ol] ¥4 35 <&

ofe] HER BE wolmyth, @AW ¥, 4] Goke goF mule] Rojgle wUAE 20U AARI 9
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[0183]

[0184]
[0185]
[0186]
[0187]

[0188]

[0189]

[0190]

[0191]
[0192]
[0193]
[0194]
[0195]
[0196]

[0197]

[0198]
[0199]
[0200]
[0201]
[0202]

[0203]

SIHS35 10-2013-0073938

3 ¢FA](absorbent oil)&E ol A7) ke AFEOE AFstr] Y R oA AFEHUL.

=

A7) dAFE AEFLE 5F AAo] Ze A7), 2 A Ao glok, AY] &efe] BEIAAS
(disintegration time limit)< %3+ ¢Fx(Chinese Pharmacopoeia)(2000)2e] E&) A 7FA| 8] =% (monograph)oll
wgl 2489, Ay Aake wWE 3 (baffle)o] Yl 23US B3 HaAzbo] 3.9689US YERiY. A

7] B AT T e QX7 (requirement) S SHAIFT

K

—
-

rr

(o

Al 5

Wik & ARG FEE (A 19 PHORE Ax) 22 g
£ 1.5¢
2] E(lactitol) 40 g
olg}lnlo} F-(arabic gum) 20 g

=

<

gtElE B olghlol wFE Ao, Wil & AHEA FEE R &XTE AU AA Al Fa, FEde
(water bath) &%3= 85CE o2 HS&W7tx] FBWHAA FE3] w2zt 9 7tgett. 64T ofgelA,
7] & &AL 4T NA Ao Y5 (coolant)ol] £ 40 &k £r 2 & dojmmy, F4H 5

7] ek goF e 2o WEAEE 2ds AASY] 9138 Al (absorbent oil)E Holxth. 7]
Foz Awsr] 8 e 2ol Az

ne ox

=

A7 dud AES s=x, A

2
2
me
flo

A7), e A 9 RAFRHo] glok. Y] Ldeke] EIAIZHA S
2} (Chinese Pharmacopoeia)(2000)2] #3fA]71A]3+2] =+ (monograph)
F(baffle)o] e 23VS EFsts= gtAzlo] 4.2589S ek, AF

o ==

ZA(requirement)S FFHA| A ).

(disintegration ti
wEt Ak, ] Aze H

7] N AIFEAIE

e

=
[}
=
o
Sl ofy
A

flo
ol
A
12
)
o
i,
o
BN

Az 6

Wik & AN FEE(AA 19 BHOE Ax) 18 g
£ 1.2 g
AA AEZQ A(microcrystalline cellulose) 40 g
g7 39 (talcum powder) 20 g
3% Z2n <y =8| E(polyvinylpyrrolidone; PVP) ol &hg &l A

Sefe] ol AAl(tablet)E Axat7] 91l AHEE AT

Az 7

Wik & ARG FEE(AA 19 BHOE Ax) 18 g
£ 1.2 g
A (gel) 50 g
22 Al & (glycerol) 10g

T o ol HE(capsule) & Ax3H7] $18) AHEH AT
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[0204]
[0205]
[0206]
[0207]
[0208]
[0209]

[0210]

[0211]
[0212]
[0213]
[0214]
[0215]
[0216]

[0217]

[0218]
[0219]
[0220]
[0221]

[0222]

[0223]

[0224]
[0225]
[0226]
[0227]
[0228]

[0229]

SIHS31 10-2013-0073938

Az 8

it & A FES(AA 19 BHOE AXx) 18 g
2y 1.2 g
2 El b4k 1| 45 (magnesium stearate) 30 g
= (starch) 15¢g
3% Z2v| 93] Z2]=(polyvinylpyrrolidone; PVP) of gh-& & A G

Sefe] W¥ol FH(granule)S Axst7] &l AREH AT

Az 9

it & AR FES(AA 19 BHOE Ax) 18 g
£ 1.2 g
AA AZEE 2 ~(microcrystalline cellulose) 3B g
52 (starch) 10 g
3% Z2u| 93] Z2]=(polyvinylpyrrolidone; PVP) of gh-& & = e

Sefel o] dekE Alxstr] Al AHEE AT

Az 10

ik & AR FEEEAC 19 B R Ax) 600 g

| 5¢g
PEG-6000 2000 g

Foo Wol AAl(tablet)E Ax37] 28 ARSI AT

A7) PEG-60002 |g 8T (melting tank)ol i, DA (pre—melt)S 3] 90C7A 7Fgddct. A7) @4k 2
A FEES Frleta, &98 A A8 & ek, F717F 7HSe s =¥ 3 (pneumatic vibration
dripper)®] WXk 50 Hz2 WM, B9 W (thermal room)2] 2%+ 7] AF (stream jacket) 2 80T
2 RESGT. A7 &R 47 dFdE AAol-F2 & (evenmelted solution)o] AR 2] ¥7
Eld(cooling tunnel)Z HoJX Al TrE07 Ho]E(pipe)E &3t F7IFEZ(air pump) = F7|HAT. 7] 9
ZVE Y& F(group) &2 FF oAtk W¥ZF F7)(cooling air)E -20C 9 Y= wE7] g8 A1=FHA

F 57 47 (inlet) 2@ $#H9(horizontal plane) Aele Zr&E 45° Far, ¥zt 371= B9 uig Eoj
FET(outlet) S Fall S(barrel)o] Zo7] el =HHRRE 1A FHgAon "ojxx= gAS Yt
15kA1717] 98] YA E S +3stATH(EH53] 200710060640.18] AAle] 1o 7HA1E R,

N

Rl ¥ of J
[

2

AAle 11

(1 A%

Wit (Radix Salvia Miltiorrhiza) 373 g
A2 (Radix Notoginseng) 73 g
43 (Borneol) 5.0 g
o ¥ E(adjuvant) PEG-6000 182.5 g

_31_



[0230]

[0231]

[0232]

[0233]

[0234]

[0235]

[0236]

ZIE3 10-2013-0073938

A gl AE.

(2) @3 2 Ao =
A 2 a2 NS FERHI i, WA A7) dak 2 AR Aok S suje] =3 3
0.45%(w/w) FEAIEH (sodium bocarbonate) &HS ¥
IAZE B Hol7] fl& 4vje] E& Hrpsvh. o3 %

Q7] fAsiA Tt 2 AR Aok (K)ol FEE

AR, FFHEAT. 2 IAYA, 958(v/v) RS o F&

FeTF 70%7F HES e, Aol BHELEE 12 WA 24 AIFESE AlSFH, 7] A9

9| 5

A7) o 1,32 A 1.40 U= 62.5 ¢

A7) Agd Gt & AN FEE, &3 2 PEG-6000S & 4al, 85T 2m/kA I& vhEd. 30% ot
& 5 A7 ERES &5l 90CR §A1E= 714 ¥A(dripping machine tank)®, 10TC2 A el

(liquid paraffin)ol] Holjxe]7] 93] o ¥t L (pills)S AWA L, <A FHAL AFS AEat7]
sl A7

(4) AFe] 54

A7) AFL gk, dl€E(content)S H2-aFAe Hal T &efelar, 2 A7 (uniform size), 7
2 A WAl dojA (fragrance in smell) E Yrol| JojA At} & T 250 mg + 15%/ L 2 7

1
e 3.34 = 15% mmo|c}.
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OFAl OFKIXd SIAIE
O IO HO0O0 ﬁ3E|'E!§14%
| =870 ut
l » 2} ;e[ ULt
Eo|M ue LFO| B-AHTHAl E= ZE A2t 20| FAXER
M AFEEE A2E Hosln, ZE C1E SHMT
oFol 7]-mupHol LIEZZZ[ME2 282 HF
l QICh TH7|-mapdol LIEZZ MBI 34 MN2F
Mo| S-S A91517| Qi AHSE 4= ULL
LR
Ad B c# 2R 7|1EA 7t 7Y
H FoED) (2 FoiET) (B2 ET) Mo oYmo ZHE Z, 8F
N=36 N=36 | N=36 || KBL 4|y, ovdA ol
2 drgio| okshx = UHo| ofstH SN ET x 2/, HO| E4E 14UM0f HIIE
Z4Z 187.5 mg T8 2 125 mg x 8F QL 47| 232N E2 28
x2/Y, 8¢ 2/Y, 8% QURY, 20URY, 562UR] U 57U
L A UE S H7te|dct
y | 1

2|3 B7ts AEQ| ORI % (S7LM)f 5| Q4Ct
1082 &xp7h A 2E|f, 125W2| &At7t 55
ULt
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