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Aot XM AARIA Fu[S oldo] StiEE 2o of

M7 XIgoez olst 7|EE HEXIEIF LAHAQl X|Z0|Ct,
oM BX|Eo A ZHQlo|Lt dextromethorphan &2 ZIsHA <l = zfof
et S22 &K

=T A= sled, 2HE7|2X[Hols &27F AL
T RUCH
2 ¢let 7|& isto| gtMol2ts 2= M T

-

=d7|H#Xge| tfF=Z0| Hiolz{A Aol 2fet Aol22, daHoz o
MHE Mests Aol =X =t
o2 Aol =M M IE BESH MR, 535 eloltt SHA}
oA =2t WA Xgo| B2 Zdeo| A2, =472
ot Z|EoM A AtgE2 AEESHE 2H = MEHHolC
H| S flekoll v|sto 7|& 2 BlIzLt ofzt Z[&ol =80| =7|= SHX|ZH
Stt=|= AEe| g 3 AEo| X|&E7(|2holl= gt &el=X] it
=2d7|H#xgez 2lgt VoM HE-2 28HM = =X e, J|H
=
=

ol
of stt=ls MYZ0| Us dF &AM =g0] 2 = UCh

ol

O NICE Guidelines(2019)3)

1.1.6 MA 22 557 7|8 A&o| A= Z=R7F olHH 24 7|&XH
StXtol|H BAH/&d 7| 2X| &2 (oral/inhaled bronchodilator, ex.

salbutamol)-t ZAF/E¢d ZEE|ZAHZ0|E A (oral/inhaled
corticosteroid) & F0isiM= CHE

1.1.7 mucolytic(ex. acetylcysteine, carbocisteine)2 =4 7|&X|gez 2l
st =24 7|&Eoll FojsiA= ot

1.1.9 Made=z Mef7l EX| AL gHEBel 2ol
= Z[2Xgez olot =24 77 X[EA| A

= oHE.

1.2.1 12M| O|&olM pelargonium, guaifenesin &2 ZHEA, ZI&A|
(codeine A& HM<|)7t 7|8 42 BHA7|=H w=5ict= M gHE

X

1.2.2 StS|AENAIA, HSEMAHAM, codeine =& 7|&leko| 7|& ZS4Ho| E2
o] EX| &=Cl= MstEl SH7F U=,

3) Cough (acute)_ antimicrobial prescribing (NG120). NICE guideline(2019)
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O ACCP Guidelines®

4a. =N TZ|BX|Ho| oAlzl= ZXlof|H SMAMHE o|2FH dutAHol XZERI}
HEYSIE| M= ot MES=EOME ot (HA11S5=: D)

6a. HER2 22HE M 72X YES Tctet= oickeel &Xtso|A 7|1& 4
z42 flsll FEISHA AIEsto{AM = ot (HXs53: D)

6b. 7|& 1} g MHESS Sttst= Mol &EXSo|A= HIER2 ZHEH (7] 2K
St&HA) e Aol oM = AF . (HLXs3: C)

7. 24 7|&XE XA FeH I il 2 &5t 7|&e| BN HALUS
el FoiE = JUS. (1353 C)

8. =M 7|&X|&g =2tAte| 7|&Ed| cistod MMM (mucokinetic agent)e &
2= 2oF 7| 2o HIEX 25, (Hsa )

O AAFP Guidelinesd
1, Chk= 2M J7|8X|Y a2tXtol| A SMHE XHusi = ot=lct (2HF=: A)
2. dextromethorphan(ZIsHAl), guaifenesin(AEA) == 22 24 7|2XH

Se =82 Al 1 At (ZH=TZE: B)

FotH™ =4 Z[2HXY EhXtol| A

[s13
=
:| —
—
-

P

T
-/

O

CLEICE (ZH=TZFE: B)

H|Et2 2EHE

4) Diagnosis and Management of Cough Executive Summary. ACCP Evidence-Based Clinical Practice Guidelines(2006)

5) American Academy of Family physicians(AAFP guideline, 2016)
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MY EZo| AMESoZ [tz At 21 2! pelargonium sidoides CHZ= &l
AP S BAME02
(a) L= I AN 3 -

O [pelargonium sidoides CHZE 3&l04716) 19~80 AM[2] BSS(Bronchitis Severity

-1zt &AM "@WIIX|EZEel 7| x| | ek =

Score) M= 5HH Oo|A ZAMIIEXE7 EHXE Az Oixd
(pelargonium sidoides §£0{#)(n=123) CHH| AIHZFZ(n=123)2 otMA
3 FEME HIIStOXA ZEuiM o|ZUWZAH, M =X, cpr|zh A

34 AaAlES SEr ATt

o 2 o
Al BSS x| Hetd 25 MEEFLA tiz= ZF w2t xO[7F G
=.(FAS8): AMHET 458 £ 1.79 vs. =T 4.29 £+ 1.88, p=0.37;
PP9): AHEET 4.60 £ 1.81 vs. =T 4.33 £ 1.88, p=0.42).

T e 7
g 588 & 550 _ 581
5 =
g B g §
a
LR 2 4
E: 458 E 4,60
no3q o
i} i
m m
24 2
1.28 1.30
T sia J Visit 3 | s J Visit 3
o ol . . | |
HL3 Umckamin HL 30 Umiksamin
Fa set PP gal

Fgure 2. Difference inthe bronduitis severty soone (BS5] of the HL30T Jight gray bar] and Umckamin fdark gray barf groups fom baseline wvislt {vist 21 to end of
traatment wisit psit 3] in the FA sat {A)] and FP set{BL Abbreviations. FA ser. full analysis set; PP set, per protocol set B55, bronchitls severity scone.

M| Chu| oF2 £0{ $ BSS T ZAHTIH, It
) HEROIN £ 2 2 Rol8 XHolE 92D,

Table 2. Difference im each 855 component of the HL301 and Umckamin groups with treatment.

FA st P sat
HL331 :.n=1BJ| Umckamin {(n=123] o-Value HL301 {a=115] Umdkamin fn = 124) o-Valua
Cough 196 082 180 £0.497 19 1.95=0.80 1.4 0487 30
Sputiem 160 =088 1.58 =88 52 1.60=090 1.58 = (LBH a7
Dy spnaa 034 =064 0226 =088 Aar G36=065 037 = 044 A3
Chest pain 81 =067 052 20067 22 063 =058 .53 = 067 15
Cackla QS =033 14 =045 Iy =033 0. 14 = s £

Abbreviations. FA set full analysis set: PF sat, par protemd set

6) KIM, Won-Young, et al. HL301 versus Umckamin in the treatment of acute bronchitis: a phase III, randomized, controlled,

double-blind, multicenter study. Current medical research and opinion, 2020, 36.3: 503-508.

7) w73 71#AS: screening visit 29 ojdlel| 713, HE e #H S DS B4

8) full analysis set

9) per protocol set



= X|Z2HFSE(response rate)102 AMEHEFu} = ZF Felsh X107} gl
MHEED 86.18% vs. Oi=T 77.24%, p=0.08; PP: AEEL

86.09% vs. CH= 77.50%, p=0.09)
» MEETZD f=F Z2F A JIMET) 2 XE SHEEE12) HolZn felst

=<
Xto[7} |ARUZ.

Table 3. improvement and satisfaction rates at end of treatment.

FA sat ¥ set
HL 301{%] Uimicha min{a| p-Valua HL3O1{%] Umicka min{ %] pValus

Mimber 123 123 5 120
improvemeant rate judged by investigators

improved 93 {/a5] % {739 0?7 8¢ {#555) a9 {#4.3) 021

Mat-im proved 30 {.245) 12 126.1) 281244 31 {254
Latisfaction rate determined by participants

S tisfied 93 1 155] 99 {504 LU 85 {739} 4 (B1.5| 021

Wot-satisfied 30 {245) 24 {195 30 {261) 212 (18.4)

improved, “complete fecoveny” or ‘majer improvement”; not-improved, “sight 1o moderate improvement”, “no change” or “detedoration”. Satisfied, “very sat-
isfied” or “satisfied”; not-satisfied, “neutral’, “dissatisfied”, or “very disatished”.

- FAS 24 Al O|4BIS2 MEER 73

= ZF Zol= |l S,

=t 4ol A 25k

L
all

O [®leF o= 2b lald71]13) 19~80 M2 BSS ®= 58 o|at S A7|&X[E 2t
AE Haez fekxt(n=85) Cid] Al"*a?(n 81)2| oM 3 FEMZ
golstn A R, olsWd, f12F =, ch7(, HM2bat MAEE
st Za}

- 11X 72 "IHX|Eel 7|5 x| tiH| BSS x| #HEZ2 FAS 4 Al A
HEL 4.57£1.82 vs P+ 3.15+3.08, PP —E—&"' Al MEES
4.62+1.81 vs Q< 3.30+x3.0322 25 Rt X0l EH¢

10) ABRHGES FoF § BSS7F 33 olgto]lAH, baseline WH] FoF & BSS7F 73 o g 4o WS 9]

11) MAE= Agx7 Frishy, ‘48] 35-E(complete recovery), “333] 7§14 ¥ (major improvement), ‘SHHEE o2 /A9
(slight to moderate improvement)’, ‘¥3}¢1-2(no change)’, ‘¢}3}% (deterioration)’?] 5 WAZ L-FoZit) o] T ‘¢kA3] 3&54 '3
‘A RS improved states®E A9t

12) WEEE FAE Aze] e TRUE, UF, BF, BUF, whHRAF 02 Ghslel, whUE A 0L N Satislied) OF T

13) YOON, Sang Won, et al. HL301 in the treatment of acute bronchitis: a phase 2b, randomized, double-blind,
placebocontrolled, multicenter study. The Korean journal of internal medicine, 2020, 35.1: 133.
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4.57

316

BSS (visit 2-visit 3)
BSS (visit 2-visit 3)

o

—_ Placebo HL301 E

4.62

Placebo

HL301

Figure 2. The difference in bronchitis severity score (BSS) from baseline visit (visit 2) to the end of treatment visit (visit 3). (A)

The full analysis set and (B) the per protocol set. *p < 0.001.

- 27t &Y HIMK[ER J|IMX| thH| k= F0{ = BSS &
o, 2 5de, 58, TX3) el F 2 24

Table 2. Difference in each component of the bronchitis severity score between baseline visit (visit 2) and the end of treatment

(visit 3) in the placebo and HL301 groups

FAS PPS

Variable

Placebo (n=8;5) HI3o01 (n=8) palue Placebo (n=8c) HI3o1 (n=79) pvalue
Cough 137 £1.29 177+ 0.88 0.0253 139 +£1.25 177 £ 0.89 0.0406
Sputum 1.02+1.20 1.58 £1.06 0.0017 1.09 £ 1.20 1.61 +1.06 0.0037
Dyspnea 0.00 + 0.50 031+ 0.52 0.0038 0.10 + 0.49 032+ 0.52 0.0038
Chest pain ©.47 + 0.77 0.9+ 0.63 0.0005 .48+ 0.6 0.80 + 0.63 0.0007
Crackle 0.25 + 0.53 0.12+ 037 ©.0402 0.25+ 0.54 0.13+ 037 0.0470

Values are presented as mean + SD.
FAS, full analysis set; PPS, per protocol set.

- X|2HtSE(response rate)2 AHETD} o= 2t 7olst AO|E EI(FAS:
AMHZEL 82.72% vs. CHET 58.82%, p<0.001; PP: AHZF 84.81% vs.
== 61.25%, p<0. oo1)

- ﬂﬁéﬁ A MA o|AEts 2R , MEET

SM Al gorE 4k 4l
L=}
/|



O [fIoF o= 24k 2AAT]14) 19~80 M2l BSS = 58 o|&k g7 EX[19)
X SA7ZX Y XS a2 9ef(n=38) CHH| MHEZFL16)2 ohX
o 3 wads GIStaAL a9l olsWH, f/ef o=, ctr|, H
24k elatAE e S8t A3t
- 14 R84 HIIXIEL J|K| cju| BSS #x HsZS FAS 24, PP
S 23} m5 globF e MYEF oM FolF X0|S H(PP £
M Al MHEE 0.6 g/day™ 4.63+2.24 vs Q|+ 2.88+2.57, p:o.012;
MEE 1.2 g/dayrd 4.08%£1.63 vs [+ 2.88+2.57 p=0.011; 1.8
g/dayw 4.15%£1.74 vs 9|ekx 2.88+2.57 p=0.013)

Table 3. Difference in total BSS at baseline visit (visit 2) and end of treatment (visit 3) in placebo group and the three

treatment groups.

Placebo HL301 0.6g/day HL301 1.2g/day HL301 1.8g/day

FA set
Number 37 39 43 39
BSS change with Tx (mean +5D) 311275 4444220 409 +1.56 418+1.73
Median 3.00 4.00 4.00 4,00
Min, max ~3.00, 11.00 —1.00, 10.00 0.00, 9.00 0.00, 7.00
Lower margin of confidence —_ 0.19 0.02 0.04
Superiority margin — 0 0 0

PP set
Number 34 35 39 34
BSS change with Tx (mean+SD) 2.88+2.57 463+2.24 408+1.63 415+1.74
Median 3.00 5.00 4.00 4.00
Min, Max —3.00, 11.00 —1.00, 10.00 0.00, 9.00 0.00, 7.00
Lower margin of confidence — 0.57 0.20 0.22
Superiority margin —_ 0 0 0

Tx: treatment.

- 2X} &M "WIIX|EQl Percentage BSS systemic sign efficacy!?7)2 2|2t

o CHH| AIHEZ B0 F2st 7S

14)

Hel

PARK, Myung Jae, et al. Efficacy and safety of HL301 in the treatment of acute bronchitis and acute exacerbation of

chronic bronchitis: a phase 2, randomized, double-blind, placebo-controlled, multicenter study. Current medical research and

opinion, 2017, 33.5: 919-925.
15)
Aol 290 o)} wyEke B
16) HL301(=.

17) BSS systemic sign efficacy, X5

29 24)0.62/9 (n=40), HL301(H.

T 7] ERG: 233 dd&o® 1do) 3/Y o) Z1A JlErt Yo A
- v 7)#AR el A 98Hacute exacerbation of chronic bronchitis, AECB):

232 A)1.2g/Y (n=43), HL301(X.
% BSS7F A4 30% o4 WAE gale] Hl&
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120% (A)

100%

65%

120% - (B)

100%

98%
95% 92%

HL301 0.69/d  HL301 1.29/d  HL301 1.8g/d

*

ME 7180l Met

B80%
60%
40%
20%

0%

HL301 0.6g/d  HL301 1.29v'd HL301 1.8g/d

Figure 3. Percentage BSS systemic sign efficacy after treatment (percentage of
participants whose BSS improved at least 30% after treatment). (A) FAS (full
analysis set) and (B) PPS (per protocol set). *P < .05,
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(5) &=
O oA s3[18)1920)0 A= 7|&E 24 7|2XY x2H2te| v W AAEH
2 ZHE 7|& At £, oA HolM SLStHME Melg fst
sorHolMo| JHME okAlo] Mok Faf 2FM o|2le| AHolZ MES| Zls{A
SHIIX| A S| AtES 5+ UL, HE2 Fo{ A glo] 7[E A=
otH| ef HESH0] M Jhssichs 2ol A Y.

(6) TEA TWHoIR

O AMHEE2 "M 7[2XE"2 SIS 2N 2, X s H33o 57t
= acetylcysteine, L—carbocysteine, erdosteine,
methyl-N,S—diacetylcysteine, ambroxol, benzonatate, bromhexine, ivy
leaf === 2FM|, sobrerol, levodropropizine, pelargonium sidoides *Z gt
°kX|, coptis rhizome Z2ekHd S0 SAMEO UALE=ZE HAMIIsHEES 12
HA| 2FH|e| LAYFZHHME S "ritv|E # EXt So #st & X6
(X =4 BIEA] ZRSE kAol siYetct 27| ofF.

O o Zoi7|F 298| (2t Zoi7| =49l 9sl, 20214 62 30%)
T MEelE7|E o W

5|7tk el LHollM ofziet 22 7|E22 F0{ Al 2=0{E AEH5IH,
S 2AYT|E olfoll= ofgt MUE eVt FEHES &

7t BT MSARRE ARl ME, RiNE o 25 - 23 BRe B4

of wet MENoz Sojae 2
L AP|E
|

(24 3

ki

i

stof| AIRME Zekslod 2& o[, I ol2le] S&7|&St
P A L A et A 2f)oll= ABAME ZBsi] 35 Ol 2

|'El

18) tiztds) 9 5357]5ks)( I )
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20) kAt 2758 ( I )
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