g
I .

TINES! 10-2025-0082938 [T

(19) it =53] % (KR) (11) FANE  10-2025-0082938
(12) FNE3SFH(A) (43) FAYLA  2025906Q09Y
(5D FAESHEF/(Int. Cl.) (71) &4
CO7D 311/32 (2006.01) A23L 33/10 (2022.01) Aestmasty gy
A6IK 31/353 (2006.01) A6IP 11/00 (2006.01) ALEMA Bl prote 1 (ADE)
AGIP 17/00 (2006.01) A6IP 31/04 (2006.01) A qea AP E
(52) CPCS3}et A7)% 8914 7B g e 1732 (A%, 4
CO7D 311/32 (2013.01) st AW s A1)
A23L 33/10 (2022.01) (72) uru 2}
(21) =99 10-2023-0171804 W=
= & =i =1
(22) g-ﬂ‘i’;}_}]— 2023]5_11%300& /H%J—%'HEE‘}‘] 701_1]/:]_?_ ?ﬂ]’?‘zéi 151 117% 70235 (
AN TR 20239119309 AT, AdoliE)
Nl
AEEHA AET FAFEE 84, 8033
(Hvdo] AZ)
(74) H2el
L EECEE!
AA A7 4 0 F 14 &
(54) Wt o] W ZERwolE G XA (comp. no. 22098) ¥ o] X FIE v AANFATF P4 g AF X
24 oty 24E
(57) 8 °F
B oabge Zalnvol= §EH 220988 Eets HlAd UE wi nAde 7ol o8 A3k
o HE ARG 2B B A0, d Pyl 0hE Tehuieol= FA 220088 vholmutelE e A

(M. abscessus)3+d W2 M EZ A mtROS
A &) st

tio

2 AX O F FE g,
L3k M. abscessus®] ©}&(subspecies)@l abscessus, massiliense, bolletii® ¥&+ w5, X &

ARAAZANE M, abscessus®] 37

5 Aol A FellEl M. abscessus R 2EF7] A vk RN = A As 24e THAN, e A

(&

p

rl

o ¥ - %13

e azutolal 9 olnFhal) ol AlYA] a3E YeElWER | A7) SEHso|=
W80 =2 ). abscessus Aol 2%k Ao o} = Xz §8351A AHEE &

FEA 22008 Yo &
37} 9t

e &




SIHS31 10-2025-0082938

(52) CPCESEF AL
A6IK 31/353 (2013.01) A oJFAl T2k 16 (95F)

A6IP 11/00 (2018.01)
A61P 17/00 (2018.01)
A6IP 31/04 (2018.01)
A23V 2002/00 (2023.08)
A23V 2200/324 (2013.01)
A23V 2250/30 (2013.01)

(72) &gzt
AFE
AMEEEA AR 2724 7, 4015 (e
F17h)
adE
MNEEEA g B9 R314 27, 102% 13035
(A5, AdetaE)
o] W& X Ygt FrtATINEALY
HA LG HE 1465036871
HAHE HI122C0312000022
T2 BAEA S
A D () 71388 SRS
ATFAA A o - X5 71/
A A HEZEg ol &A43A AAE BH S
A7)k
7l o9 & 1/4
A58 7] Mgt kshy e
ATF7I7E 2022.04.01 ~ 2022.12.31
o] Wrgg A Yst I7tAFNEANY
A THFHE 1465039534
IHAH & HI22C0312000023
2 HAER R
HA DL (AT 7188 SR Rsd
AFALE Ay o2 8 7] e A
A A 7 HEZEFol S AHE AL
A 7
71 9 & 1/4
A3 7] Agdistal kske et
AF717E 2023.01.01 ~ 2023.12.31
o] W8 A Ygt FUtAFANEAY
A LFAE 1465037562
A5 H122C0312000122
A4 BAEA S
A D () 7188 RS
AFAE R AR o - X5 71sEsEArY
A A HEZ =gl g4
71 o9 & 1/2
A 4=3Y 7] Ty s gtnl Akety e
A7 7¢ 2022.04.01 ~ 2023.12.31

2 3} Mycobacterium abscessus #9@ X &

A Ae shgtee] EAEA 2 94




ZIHSdl 10-2025-0082938

5 A 4
F7H9)

AT 1
3l7] 3ok 12 FAYE 3FgE EE o9 ostHor 38753 .
[3}3h2] 1]

1d 3 T = T T =
R UIAI R & AZE SHYSZE 4, Sol=FA], (169 A = S &7, = 069 A4 == 54 &=

¢

RY U4 R A2 Sfdem $2, o128, el A2 B 34 27, T G0l 42 B2 34 23
Alelt}.)

3A7E 2

A7 19 QoA

1 - -
A7) RT WA RYE AR SRR Sk, (a9 A4 EE 34 9, B Ou9) H3) EE S FFA0lw;

AT% 3
B} 26 SloIA,
A7 R A RUE AR Sgdom S, EE (L9 A4 mE 52 9le]w;

471 R A R A2 She

it
-
B~
H
rlr
O
B
X,
i)
=
rir
N\
L2
e
w
s
S,
rO
ot
ET‘
i
=
rir
o,
Lo,
2
%
2

hf}

o2 3g7hee .
AT 4
A 10 AolA,

71 et 12 FAIE = Sghee sby] shebd] 22 FAIH = kel QL Eehe Es ofe] s om

$7bsd 4

)

[3}3}2] 2]



ZIHSd 10-2025-0082938

T3 5

(3514 3]
R1a 0
R1b
|
R1c 0
R1d
[3}8}2] 4]
OH R2a
HO’é R2b
R2d
R2C

(7&7] 8hsh4 3 5 4ol 2lojA,

2d

R = R 2 R A R'= 379

-~

19] 8}sta] 104 AHelg vpe} Zr}))
AT 6



ZIHSd 10-2025-0082938

73 50l SlolA,

A7) F718uE gugdZalel= | 1 4-tho] LAk, TEEEWE, FEEXE o dolAHolE, HEdYAE,
OlME, SHNEYEY, fguadxFolulol= AWEdEE, ol EAN, vEdE, dEdz, 2943 9 ol

ARER o] oW ForVE AU 1F o4l A, AP,

AT 7
A8 50 oA,

A7) FFES Axse WAL FEN SSE(D) EJEToZobiEE L 2 2-udue o Hrtetol
7

A& 8ell SlolA,

A7) wlAadEalge> wlolFHbH gl oMM (Mycobacterium  avium), vlo]ZEME|ER  JEZHAEE
(Mycobacterium Intracellurare), vio]l=Zute]|e]& WA G=2=(Mycobacterium abscessus), V}o|= =

SMA| 2~ (Mycobacterium massiliense), wholTZuVel ]y EH¥E] (Mycobacterium bolletii), wholZute]2] 7]H]
(Mycobacterium chimaera), vlol=¥re|e]® A3 R2Z A (Mycobacterium Scrofulaceum), vho]zH
2l (Mycobacterium chelonae), Vol ZH EElE E5F |9 (Mycobacterium fortuitum), Vo] e
Y (Mycobacterium peregrinum), vFolZW el M2 (Mycobacterium ulcerans), Wv}]

(Mycobacterium marinum), vFOlZ¥E|E]l  ZFAMA (Mycobacterium  kansasii), vrolZutelg]lg At
(Mycobacterium  Genevans),  vlolZuFel2]-%  Alv|ol| (Mycobacterium  simiae),  vrolZHtelg]s  H
(Mycobacterium terrae), violZW e|g]ls =AZEAYF (Mycobacterium nonchromogenicum), VFO|ZLEHE] 2]
A& (Mycobacterium celatum), VFo]lZVHE| 8% 2 XU (Mycobacterium gordonae), VFo|zE e ] 2~ 7}o]
el

d

1) 1
(Mycobacterium szulgai), vle]l=ZuFelE]ls FFZAYF (Mycobacterium mucogenicum) R vlo] Zute|g]-8 o}-$-uf
TN (Mycobacterium aubagnens)® ©]|Fo1zl o2 RE M 12 olAF¢l AQl, oty ZAE,

271 vl A akyt-& vlo]l ke el WAl (Mycobacterium abscessus)?l A1, Fshy FAE-

7% 8ell oA,

A7) WA 4T EE v

Akt Aol o3 Ashe HFd3, dxdd, ¥
(disseminated disease) o2 o]Fojz o RRE HElg o] 3k} o<l A, okdtz AL,

AT 12

73 1100 QlolA,

47 AASE Y e 7| HAEESA AA, oA 2A4E.
A+% 13

AT 8ol oA,

PYAE o TP

oy
o
12
2
2
BN
o,
|

AT 14



[0001]

[0002]

[0003]

[0004]

[0005]

[0006]

e Zaldol= FE=A(comp. no. 22098) % o]E X35l WA
Aol o)gt 3 A58 FEA ZAHE T R, FAH
abscessus) 7ol gt A3 Az 8T = 9

WE e
H] 2 3 8kt (non-tuberculosis mycobacteria,
T, leprae) & A3 AFS DE by |

Edold A & gl

NTM) o] & A3+
BEA &5 <holAnt @A
AR o7 ZAQSH A4 o 150F o]ie] dHA Urt.

ZIHS3d 10-2025-0082938

MRS 7

o= UPO]J—E}Eﬂﬂ% WA= 2~ (Mycobacterium

(Mycobacterium tuberculosis complex)™} Y+
Hie A g8 s oy
NIMell o] gt A3k A4t

[s}
g WAE, WA, WRAS @ GFH Fdgow BREM, o F AAsko] 90% o4& AX L vt
NTH S A AAR R HAEH SEEe] Frhe FAoln, FUld AR g dAA NDie] RelHi
N HAEY 98 RE BE SRR Z7hea Atk Nel 99 7 28RS wshEz WA wgg
Aol5 Holx glor], W AW NIM HARE dor)= A T UAFL vjol el olul (I,
E =]

1
avium) 3} ko] ute] g 5 ?lgi‘r*é%ﬂﬂoi(ﬂl.
I

2~(M. abscessus subsp. abscessus),

= Q

9o FHHM, B P4 WHOE A Fad

mtrace]]u]are)J itﬂ'xﬂ‘ﬂ ulo] FuHE| 2] 5 ofM| %
=

=3, vl
©WAE B9 slEeles Aot el el
vho] stute el

massiliense) 2 wlolTute|E]g PM P2 olF HdE

=

A A5 (cystic fibrosis) Ao Aoz Fa s

< 7159 o wE FHae AT o, o]Fo|
W Fde] e el A A&E 4 Q.

o ZANM M. abscessust 7H¢ dubdow EEEal

5 ATEC] 45.6%° EFHsE He wg- =T @A
ol SAEAY 77l ThE) AEe] a7 fle o=

St

M. abscessust
phosphotransferases %
&7 (isoniazid, rifampin, pyrazinamide %
o} & FolM= Mg FAA Aol =&
g #F A= vlaZElo]|=(macrolides),
2 HA=

OFrL O

== E 81‘—8}'}:

#(quinolone) 2
amikacin, tigecycline, imipenem %
AuE s g F5 w HANREA A2

el ofa) AFAT. QA

W=7 3

HU|Z2]=(linezolid),
N e 2709 AT A} 27) o] g ™M FAL k& (d:

cefoxitin)®] 2% QWO

I

Eds

i

ol = eka A5 A&

WAl BFAE vholmutee S WAF

e ek

7kt e,
aminoglycoside acetyltransferases 52 WA FHAE BHst o] AAg 2
ethambutol)ell ©fs]
Tow 4EA

B3R (AC) 2
2% gty 5y 9%

Vel ] 5 "“"ﬂ‘F’\ B34 (M. abscessus complex)”}

2 o]_z ou,q]

WAG2 ofF mpAg A A (). abscessus subsp.

(M. abscessus subsp. bolletii)® A o} (subspecie
o]AoXJ AAE 7?&:;} NTM 1__5'_ ]

M. abscessust d3E
gz} A M. abscessus
o)
S

o Qg At FA @A

NTMol T}, QYZEA A§= 7+
IR B =

prolsute|Elokel Aol nrel,
o8 7tsd AmY F od

e

B-lactamases, aminoglycoside

Aoz WS AYa dar, who]zube
ATk, AA, M. abscessus | 7ol WEk dA e X
S29x W (clofazimine) AE 2L uwjuy

¥3kEC, Ao

4, B
A

olg st EAY HEo A7zt k& X8E Q3= M. abscessus AR A dEXFETORE AT 9o
v, Ax Fed ARz & Aol Frld olE H4sy] A% AEE ofAl Aol AlFE Aoln, A
2 AR HIHES sk glo] dasirt. shAFr, vkt 71l A M. abscessusol g FAA EHE T}
A AHA A D A2 XBH U A7t FZe L o), M. abscessusdl| WE @Ee] UlEiAE =
8] ATEA S Aot



10-2025-0082938

5

=

=

H

e
[=)

A 5]

-
It

1 12

<

3}

[0007]
[0008]

m .\ o uAI T+ M W
- —_=
J) ) iy ® oA ) ,mu X
~ O —_—— —_— N
o % TP O do B T o o
e W = . . ~
Moy, = am T " oM
f ' ok = 0 %
W M FOLw o
SRR I
T o T Blxw zw O
o B ety ey )
o T O o7 o F o g i
o A o Jo ® W o m R B
R N BT T oA o
~ 5 T — o B meon 0
oo N o et °
or o 0! oy i o N 1) o N
Jo Jo = o e
— do = b T o= W B Ay o= Jo
N N — & o T i
o U o X A =H e~ T N
o a ‘|L o ﬂrm 2 R N 20 X oo
I S SR " = =3
K TR Y PLERN Y ®E P
" B B O T T SECC AN
ol B ol B X b JR X gy ny
Pz T o TN T TR
o oA 2 oA 2 = ) o "
o 2T BT G WP o
= Yo g qog M E T e &

B i — 2
53T IggEfosig
i ‘B o ° o
2ouw e *2TUL T4l
MooH e B e o gy M o 4
T — — EE W o — ny o o) =

T e
o) o B pE BR GYoFﬂﬂﬂm < 2 e
R R A A SE B A
o TUuRwe LM ©
w2l DT ET g SE . W
WK E T A W o T M o
oz TR ST T W G 2
W O T W F SXPPT TP G
< o U 5 do bt NP
TA& mH ﬁ] mH ﬁ] oo ofy ) R pl o W
) jeus jeus
I TRy popEg mETE -
= L WX I ) <
o BE R B W o G g g BT W
LR e W o T AR ot B R W
e t BH t BH AT ~ o o —~ % _Aor —
) ~ ~ el ~ —_— N
w9 P = W F W X e 2 X
TR A Wesoxzro £ & ®
sy 90 TR 0% TH .,_ux.vuiyéjdﬂulli —
X 1FL 1FL ‘7A| _— b B K3 O# ‘m.ﬂ Of
I G SO e e NS wﬂﬂw G R
E_ J q ;ﬂno~| q ;ﬂno~| ﬁ mo \ Ou_o —_— ‘Mu_l mmE HAFL °© m_u.ro ﬂ@v
s o piw 0 ot - :
T MW MR WHeHmoe ey @ B
£ 5= g z = T g
w (=} (=3 (=3 (=) (=) (=) (=)
=) S S S )

==,

0}-7]

2 Gk, 08l A3 e 2

d,_

37 884 16 9ol RS WA R

FAHom, 47 R WA R

[0017]
[0018]
[0019]



7] RZa

10-2
025-0082938
)

o1
A dHelat;

=

=

H

=

=
==,

=

~ =

1|

T

i P
Ti
Cl ,4
,30 2 A
_IJH Tl
JE—E —é—}\

%/\] O]TL]—

[3}&h2]
_12]

AL
ol p
&H T
1~ o5 < i ﬂ
o] ﬁxmﬁ»@%mﬁ%é ,
3R T EH}EeTE
o T B = R - =
T o%oﬂe_%%ﬁﬂr ,WJEEWU :
; a%%i@%%ga,wygm%%
ki o T NEEL1 o ,4
R o ol _ T > = = A= ofy vl
o oF © <) - W o o = m@ T o= -
« p 2 | = Hu,OAE el oy
) m;wowfﬂmrweigmﬂﬁwwm B oy @ &
ME o M_WAWH il A_TME L#,._‘OleTﬂ,\.OﬂME ,Q\IEWI ,dIM 4 ,‘_nvoﬂ;o
® o~ ,%,ézﬁgcy%qu o %%&
~ ﬂWIW%7EM|LJDO#@E,,O|#ME ,M\DI% ,‘BMDEBI EHﬂN
M ﬂm_h%&%ﬂ@mzlﬁ@r u E o =% 2 - oy
™ ,@@.uy?yweﬁwrﬂw ,E,M%iemm T M_]mr%
aowr %ma ngrmgmwweﬁﬁﬂgm d hm R weﬂ%
T %%%aﬂgﬁvgoqg,%o W E T o
%%a%qu,@@m%w@,eé, 2% ¢ iy
o= mw e 1@ Mm =y o . o m@ MM = 5 x B o i
5 = Aogé\;a, Ee,oﬂﬁﬂ i
bo T 0! If —_— p— ~ ﬂ_H_ . A_.:| Eru
L3 ]Iﬂgoéﬁ,ﬂo .o Eﬂ}}] . upor;o =
. ﬂiov gl gEEﬂELEWHﬂﬂ/w&7 ;mo%
do g = JPMF%]HNWEA =2 M % g = do .
iﬁigii_.ﬁio BE e Tk
T —_— - T
" o XTI mﬂ&mrivigurEM - W Sy o 4
o % I < B Ul A s E oaa o S
1% 45 &?(iﬁi;f i
XE . W s 955 DT S G TR £ t
JHoﬂﬂarmﬂAmeoﬂmﬂaui%Elﬁgw 54 )
o oW s r m.& Ewﬂi_ﬂwaﬂﬁl ! w2 ok o G il ,m#
oﬂ_mﬂbﬂomke&@%ﬁ ,,,ﬁf%aw % M W o
@ﬂ?QUAﬂmE%)ﬂEEEHW% T N %ﬂ?
) owoﬂe_mﬂ_oﬂ Nr:#owlrﬂﬂﬂ L ,mudr ﬂovﬁf Eﬂa;m
= ~ 2 =7 juril
&maﬁg}&ugﬁﬂymmmmmgﬂ " G & F
g iovmmmui:fgo% ﬂ%mwwWEeT %ﬂﬁm Mfcﬂ
o N = o [ = 2 - =
MMHMJHT,EIXLE ,améﬁmw% S
o T %%14 E)%wrﬂﬁ ozzoﬁa T2 "
o 9N N 2w = 2 Y L oo = tlo C g )
_ vt ol He = - ﬂc.: R i o <n o oM
am Lo S ST E 2 i &g Wl W Jo =
Lvytmw@ﬁﬁﬁ%ﬂﬂ%wﬂgﬂewe ~ T
T T o = woT ] Gy B £ <
Eww o]],mu r2 oo E/Lboeﬂ]ioe._]ﬂ o N
= N B N o L,,E%E,i aﬁﬂzo il e
=5 3 TR w3 uj of q w4 i i TR i
ozaol ﬂmuﬁiﬁ_E %ﬂ%g.gzjieb - la m m#ﬂamz_
S Jalo#ug& zzgeﬁur o < = uﬁae%
G M) S B % u o QBT T riE B
EL < ﬂAA_E#LE < W Eléa‘E 9 dp %anos
gl moxmﬂumxkl;y . ENWE 0 4a| Ho B
S R N r =z Oy e s i T
) o - EEE}ﬂE ,Ma ~ }ﬂwd.
DR S \,Lﬂlsq W o ap W 7o
rnde ,AL,LlEA Aeﬂ_ﬂ #oz*o _ -
z;c Wﬂh ,%rﬂﬂ. mq@ﬂ mmosz
Euﬂa)ﬂlﬂlE1 S i w5 =
bl éi]ﬂ EJEF11Z HE o
rﬂnauwr ,ELE ° Moﬂh E#E%ﬂﬂ
UEME@,,L - ZwT
T W o B W T m;m B
OO# = AOE
T b SRS o gm
e e
ToR



[0028]

[0029]

[0030]

[0031]

[0032]

[0033]

[0034]
[0035]

[0036]
[0037]

[0038]

[0039]

[0040]

ZIHS3dl 10-2025-0082938

o2 oo 313k 307 FAHE F3E 9 38 42 FAHE SEES fr)&udA vSAA, 352 1
2 qAEHE EES AR dAE T8, 3eh 12 ZAEHE EEe] ARy s AFdt
[3}&4] 1]

g7 B 19 gelA, RS WA R AR SPHom i, sol=mA], (¢ A4 ®

rlr
Ay
Y
(o]
o
X
5
e

Crodl A3 EE H AFAelm; R A R'E AR SY90R 5o, SolmBA, (o8 A EE S 2

U, B Go8 A EE S A0l

[5hsh4 3]
F21a 0
R1b
|
fa1c 0
R1d
(28} 4]
OH Rza
Ho/é R2b
RZd
R2C

(7] 884 3 2D 4ol lo}A,
R = R 2 R™ = R 7] sheta) 1014 gelat vhel 2r))

37) %ﬂ%ﬂ%~ﬂﬂ%@%@ﬂ5,L&Wﬂ%&,ﬂ%iiﬂ L ZEEEE, ddeldHelE, WYY
AT, SbAEUES, ool s, AEs g, bAs, MEeE, AE99F, SeuaT
e o)Folzl FoRYE AuE on-44 o)l Al % 9},

=,
o

&)

P

271 s Axde WA Sl ZHE(0) EdSFLEoEelE 9 2 2-vudS v H7lete



[0041]

[0042]

[0043]

[0044]

[0045]

[0046]

[0047]

[0048]

[0049]

[0050]

SIHS31 10-2025-0082938

71 WA Eq e wlolmEteEEls oM (lycobacterium  avium), FRO]FEEHH PSS IEZHAEH
(Mycobacterium Intracellurare), vlolZWrHIZs UM F22(Mycobacterium abscessus), WO
AN 2 (Mycobacterium massiliense), vFo|Zutel|e]s EH ¥l (Mycobacterium bolletir), v}
(Mycobacterium chimaera), vlol=¥re|e]-& A REE AL (Mycobacterium Scrofulaceum), Vo=
2 (Mycobacterium chelonae), vho|ZH EIElE E5Fo|9 (Mycobacterium fortuitum), Vo] e
Y (Mycobacterium peregrinum), vFolZW el S M2 (Mycobacterium ulcerans), Wv}O]

(Mycobacterium marinum), vVFOlZ¥E|E]le  ZFAMA (Mycobacterium  kansasii), vrolZutelg]lg At
(Mycobacterium  Genevans),  vlolZuFel2]-&  Alv|ol| (Mycobacterium  simiae),  vrolZHtelg]s  H
(Mycobacterium terrae), violZW e|g]ls =AZEAUYZ (Mycobacterium nonchromogenicum), VFO]=H
A& (Mycobacterium celatum), VFo]lZUHE|#]S 2% (Mycobacterium gordonae), VFo|zEHE| ] 2~F7}o]
(Mycobacterium szulgai), vholZY el|gls FZAYE (Mycobacterium mucogenicum) i vlo] ZEME|E & o}-%-
v 2 (Mycobacter ium aubagnens)d = Ao t, ol A gy = AL o},

= =

o

)

T
o
i)
o

i

FA el oA, 7] vAHRN AT EE HAIAGAT A o A HAHg

=

A48 2 334 28U 5 A

A FAG] Yol 7] AR AY EE wARES A 5 Aok,

oA gol, el & AR, gel, mi 9 A Fge] Wy EE AUe $RYoR mt g4
3 ADAIAY BAGAY, AR wE Folo] 85 i AUSE W, A8 wx Pole] P59 AW
FaA7E A F300

B ogAAeA gol, AR & W@, gol, EE 19 R5H Fge] TANAL oA WAHE RE 39
g waTh B owyo] i sERoklA B4 A4S 41 A, deelgds M ANE ARE
zste] Rgle] 2Bl BI} Qi AR AW JFS Fu, AN, P 2 And AR BHY A9
Aol

B ogAAeA gol, CARAT EE Cokehd 2B e AR Fol Ao R fF T Folsh:
A S SRS A9t f2@ Eve Avd 242 bsel sk 2 49, 34, ol EE we
AR AW, S, Aol mE Age] we] h Ex o 9 Awdom AW, B4, A m= W o

g FAel oA, 7] 2AEES FAAE W 2= AU F A, A7 FAAE HFA(rifampin), F
gl ¥l (rifapentine), ol&YolA = (isoniazid), I etxloluto]l=(pyrazinamide), ol¥HE(ethambutol), ~E
sl Enlo] Al (streptomycin), Z 20 29 =2 (fluoroquinolone), Zhpute] Al (kanamycin) , AEF2AY
(cycloserine), X ZX]& olm}lo]=(prothionamide E+= protionamide), WHZFAF(levofloxacin), HAZE
ARl (moxifloxacin), 2ZEFARI(ofloxacin), #IF®(rifabutin), ZFZ# vkl (capeomycin), oFn]7F2l
(amikacin), A|ZZZZAFA (ciprofloxacin), €] Uwlo]=(ethionamide), AFo]EZ A # (cycloserine), E]2
ol AE}E (thioacetazone), ZZ23A|F(clofazimine), OFEAIA#A/FeHEEv| o] E (amoxicillin/clavulanate),
tfojoluli=tlo]l A E 2] = (derivative of diaminodiphenyl sulfone), ollg]zzZnlo]4l(erythromycin),
Sl ~Zvpo)al (clarithromycin), Tlg]Z~&vlolal(dirithromycin), HFA]2&Ewlo]Xl (roxithromycin), ©FX2
2ujol Al (azithromycin), FAMPlo]lAl(josamycin), T E]7}eto]Al (midecamycin), Z71E}mbo]Al(rokitamycin), 2~
gl gprto] Al (spiramycin), Wt (bedaquiline) ¥ U&= (linezolid) 2 o] Folzl Fo2HEH Hded st

ol AL F Ut

A A QolA, 47 2B FtHon KR Fo YUBYYES F/hE TPSAL st ol of
S0 S8t wAl, $EA EE HNAE LT F vk A7) gHom fED I old 4] A
FYE BB EE AgelA Felfo] BaAst: A mi ofed B4 Uehivld FRE ¥ 9
Mg, ) oFAoR RES F& Fol tyel 9, AF, A, 28, Fol 42 L A8/% Sel
weh 423 wae 5 stk

B7) AR BHART & BB EE AR AdM 4949 /e S mE oAste] Bhskt 4R
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[0076]
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o] 22098¢] & 4% AdleS vehd e Lot

= 9= Am BSA 32 Fd M. abscessus @+ (Clinical Mab_R /Clinical Mab_S)E o]-&3}e] 220983 &2
gaguto]xl g oopn| 7] AJqA g5 YERd Zleolth; (a)= Clinical Mab_R el Zefg]2==wlo] 2l
22098 A A 232 el Aoltd; (b)E Clinical Mab R 7ol 79 Az 2dd g
2F2ufo] a3 22098S A AHE|gk AFE vERH Aot (¢)& Clinical Mab_R 5o #9d di2Ax =&l
of ol FFald 22098 A AEld AAE vERd Aolth; (d)+= Clinical Mab_S #5ol] Z#jg]LEnrfo]4l
22098% A AHAYE A4S Uk Aotk (e)= Clinical Mab_S #3=el ol 7bAlz} 220988 A 25 A
gk A5 vERd lolnt.

= 102 in vivo AollA el 220989 &S Est7] 918 M. abscessus TF R FERdoAHo TH X EA

B7h 2AES b glole,

A (=t 2 22008) wh-29] ). abscessus @5 749D (Day 0) tiy] BFA #HI&

N

mlo
T
fu)

= o12v 7 APSE R B 22098) vh-28] # 24 Wl M. abscessus w5] CFU Ml A5 vebdl 1
hva

o
il

EE v ARRe|th(A: No infectionw,

E O3S A AdeE HE dAs § 9 vk d 24 9T
S D: opH7HAl Feft).

WS YAl AP FAF g

ola}, 1 wgel olalZ §71 Sl wigkde NS ANBT. e vle AxedE B wEe ug 4
A elast] slskel ATHE AY ®, a7] AAdo] ols] B dPe Uge] @AHE Ae ohrh, AAds
© YR RS AR 4 AL o, AAAES oA ANEE ANAES ASE Aol olid A 3
gz Fd9 & v

AN 1. 2-(4-(tert-F8)HQ)-6-mEd A2 7-4-29] 34 (o]3}, '22098'o)E T

NJK-22098 3}3HE-(22098)2 dAsIdtt. FaAld o2, 6-WE-4-a 2% (TCI M2764, 50 mg, 0.31 mmol), ZEt&
(I) EgZFo2olAHo]E(Strem chemicals, INC. 46-0280.1, 15 mg, 0.046 mmol), 2,2—H]-4€]E1(TCI
B2496, 14.5 mg, 0.093 mmol), 4-tert-SE¥H R E2F(TCI B2251, 166.6 mg, 0.936 mmol)= 10 mL T vt
Zg~3gd ¥a, F4¢ gud  AZAlo]=(Sigma-Aldrich 276855-100ML)%} 1,4-tlo]2Ak(Alfa Aesar
043821.K2)& H¥H] 1:4 H]EE =9 03, EYSF LR oA EXH(Signa-Aldrich T6508-100ML, 0.0234 mL,
0.31 mmol)& FH7bstar, 0,2 A3 F 100C 0il bathollA WWkAl7]ar w3 I =2wpE 19 (Merck
1.05715.0001) & ¥Hg FdS Flstgitt. whgo] Eul AolA 23 & o€l olMEc|ESt BB FE3aL,
F715S AU EFoZE SFAA = ANES ZoA A" Z2ZetEad 3 (silica gel 60, 230-
400 mesh, o€ o}A|E o] E/n-34}) |5l Sl A9 22098(62 mg, 68%)S Aolwitt.

OH 0
) HO—8
(a)
| + — " l
3 equiv. NJK-22098

Reaclion condition®: Pd{TFA)z(15 mal%), bpy(30 mol%), DMSOidioxane(1:4, 0.6 M), TFA(1 equiv.), O,, 100 °C{reflux), 68%

1H NMR Spectrum (500 MHz, Chloroform-d) & 7.72 (m, 1H), 7.47-7.44 (m, 2H), 7.43-7.40 (m, 2H), 7.31
(ddd, J = 8.4, 2.3, 0.7 Hz, 111), 6.95 (d, J = 8.4 Hz, 1H), 5.42 (dd, J = 13.5, 2.8 Hz, 1H), 3.09 (dd,
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[0077]

[0078]

[0079]
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[0082]
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[0085]

[0086]
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[0089]

[0090]
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[0093]
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J=16.9, 13.5 Hz, 1H), 2.86 (dd, J = 16.9, 2.8 Hz, 1H), 2.33 (s, 3H), 1.34 (s, 9H).

9 220089 BeH BHL ] E 19 ehhgin,

F 1
Property 22098
e 294.394
Type Flavanone
DonorHB’ 0
AccpetHBb 2.75
PSA 35.654
£PSA’ 26.3
CLogP" 5.799

‘Calculated by ChemDraw Professional 19.1

bThe values were predicted by using QikProp in Maestro 13.1 (Schrodinger, LLC, NY, USA)

EAA FgAde dAEAEA (One-way ANOVA) 3 Al 47F 9592 7]|F O 2 Tukey AMEAAR S &

Agd) 1. In vitro I 220989 &% <1
AF 4 1-1. nEZ=g o} &3 A4 (mtROS) Als 2

72+ 9 @5 x 109 WAMEF JT74AL(FEAEFLY)0] Sol7tE Fug 249 Z#o]Eo opti-MEM
(Minimal Essential Medium, Gibco™ 31985062) W] o= 1At FoF 37TCAA wY 3? 20 uM 22098< 2%
FBS (Fetal Bovine Serum, Gibco™ 16000044) RPMI(Welgene LM011-01)°] #7}3l mjorel o2 wiA||3lo] 37Col A
5ok wjokslaitt. HBSS (Hanks' Balanced Salt Solution, Gibco™ 14025092) WHZ AH ¥ 10
MOI(multiplicity of infection)® M. abscessus ©}% massiliense strain Asan 50594(o}2HE Y &4} F&)
S @ET 10% FBS RPMIES A2] & 2A13F &k 37 CeollA wiFste] A 3tk HBSS H¥= A& F, 50 pg/mL
obw|7H,] (amikacin, Sigma PHR1654-1G), 2% FBS7} F7Fe RPMICNA 37C= 1AIRF wikate] Al 959 UL
abscessusZ A A3F . AlH 52%WSWWﬂZ}iEQ§W”’EtmhmEWMﬂE%E o} %4 shrts}
A, Sigma SMLO737-5MG)E A 2] § 37CeolA abF5<k wjeFssit.

mtROS A2 Yol AE wjgFAS AAsEaL, AH3E thS HBSS W H ol mitoSOX™ (Invitrogen™ M36008)E 5 u
M =Tz gA35te] 37CoA 1087 A28, o]? HBSS WA= A3 thg, AEE F539 BDAMY
Fortessa X-20 71715 o]|&3to] fAE 48 AP3R 1, 2 435 T 40 YeERNAT.

E 4% mitoSON™ R RAZEAS B 220089 v]ETEelol BYNL A5 FAF T zole,

4ol YRt vpe} ol FAE BEAS Z&) v (Infection only)olA] mEZ=go} A3 4A7 24 o
ZT(No infection)oll H3] F71stH, o]g3t nEZ=go} A3 A0 F7ls 22098 AEE T3l F2ovdh
FroR AsEs A5

A&d) 1-2. M. abscessusd] T 220989 &5 = otAA &9l

WA A EFQ] J774A. 15 ©]88ko] M. abscessus-vhAZIHA] 4G REE 319E H A wA e AEE AFs
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[0096]

[0097]

[0098]

[0099]
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[0102]

[0103]

[0104]

[0106]
[0107]

[0108]

[0109]
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Aok, FAFoz, ZF A 1X10594 J774A.18 LumiNunc™ 969 Z#| o] E (Thermo 437796)° A9 (seeding)3}o]
E}E% Hj ksl Opti-MEMOl A 1A% A% Z]obel(starvation) & WHE g, 22098 2 Fajg] 22 ulo] Al (CLR,
AAHZT) S 2% FBS RPMI-16400] s 2 8 4ske] J774A. 10 aF5nHast Zﬁ%ﬂﬁ}‘ﬂt} shhEol & g
AAE A Mab_luxGl3(luminescenceE AR Z o7 W&} . abscessus DA, oY 32 F84)<S
J774A.1°] 10 MOIZ 2A17b&?t ZHAAIZ T, AR Mab_luxGl3< A7 8kl PBS®= Aﬂdoﬁf F 10 pMe] opvl
7}210] EFHE RPMI-1640914 oF 2A17bg<t wlksle] MEeto @ Hoj7bx] Bak Mab_luxG13S EZAIAIFT.

| & MFAE AAS L 22098 R S L2l S FEHE S|AAIZ] 2% FBS RPMI-1640014] vl &
SFal 24A1%F F el Tecan F200 Microplate Reader® %3l luminescence® FA3ItE. o1 235 = 5o e

Xo 00

o
A 2l DMSOel M)l 220982 X e]A] M. abscessus®] 7ol AdE+= AFAHS HIa, E7],

= 5o YeRt nke} o] luminescenceE ©]-83to] A E o] &3} M. abscessuse] %
o
AP g5E g% 22 A7t dojwton, srdd mE AVt o]F AR = PAS ATt

A 1-3. 220982 AX 54 gl

1x10°¢] J774A.1% 964 Zelo=o] Aate] skt Wik F, Opti-MEMelA 1417k AE Z]opdele whE the,
T H3SHES 2% FBS RPMI-16400 s = 3Asto] J774A. 10 14X 7Hs<E A3, s AA 3, A
RPMI-1640° 8] 435}e] 37CollA] w3 40ug/m12] Neutral red &4 (Sigma N4638-1G)2 70 um Aol He AA
(crystal) & #AAS F J774A.10) 2A 25t AH3EAth. Neutral red && #| A3 destain %""(50% ol &t
S 49% SF5, 1% oFAMEAN) 150 wE AP ste] 1083 EE31(shaking), A|3ESHS] neutral redEd £FA1Z1
o}, Tecan F200 Microplate Reader& &3l 540mmell A SFEE SH3IAT. 21 2345 = 60 YeERAT.

2 NRU assay(Neutral Red Uptake assay)S %3 J774A.101412] 220989 M¥ESAS &3t g xo|t},

% 6ol e wish gol, 220089) FEMG M, 10 pM, 20 WD AYE BF SR (ONS0)
FAHLOM, folvld FEe) AE S4o] ehia gee st

Ao 1-4. 220989 M. abscessus AH AFA &3
100 pg/mé2] Zhupvlo] Al (Kanamycin, Sigma K1876-25G)S 3+t 7H9 A vlA] (BD Difco™ 271310) oA #j<Fsh
Mab_luxG13E 7H9 A ul Aol ODgpoy=0.27} %= 3 A3} LumiNunc™ 969 Zgo]Ed] 100 wE YojF& &

22098 2 ] A~=2upo] A (CLR, FANZT)S sEEHE 7THY AAu Ao 3]Asle] 100 S F71=E Yo Tecan
F200 Microplate ReaderZ o] 83l 24A17F 5 luminescenceE A8t tt. 7 232 & 74 YehfST).

% 72 M. abscessus®l FFHH o2 220988 AT|etle wWe AHdes g ezt
& 7o) uEhd mpeh o], STl DMSOCl e alsimel HE B2 Asjrt Bol= gk ofEA4 A Hd
S UAAE e . abscessu wak obye} ol A 22098 A 3RS wols vebdS A,

Add 2. X5 ESA A 72 M. abscessusd] g 220982 &5 F<l

Aded 2-1. PAAE g 29 220989 &% T4l

A5 B M abscessus A Ao HFE o] gt A AL TFAAIZ H 220989 g &S &)
Aok, FAFer, Adue iz fF 455 T EWHol AX(Rough) FEY HE|E Hol:= M. abscessus
(Clinical Mab_R)E thato & &% H7IE &oldtA sHA &l o+ AAHCE luninescenceE W3 == A2
3+ Clinical Mab_R_l1uxG13S ©]&3}3it}.

F
:

IXIOJ J774A.18 LumiNunc™ 964 Zg|o)E 9] Z} dof A|g3sle] 3F F<oF vt Opti-MEMo A 1A]7F Al
7ol WHEdth, 31EE-S 2% FBS RPMI-1640¢] =2 3A8te] J774A.100 3159 A stgitt. 34380
F3e W %R A AT 5 ZGTS J774A.10] 10 MOIE 2A17HE< A7 & o] E3hH wjgAS A7 s}
3l PBSE AlF&iE $ 10 uMel ofvgbale]l 3% 10% FBS RPMI-1640004 <F 2/\] Eok wjkate] Ao w
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[0110]

[0111]

[0113]

[0114]

[0115]

[0116]

[0117]

[0118]

[0119]

[0121]

[0122]
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So7kA] gk wheglots BEEASIAIH L. otuFlale] £ g AS AAS Y SEES FEUE SAAZ 2%
FBS RPMI-16400l 4] 484 7F5-¢t wj%ksk v}, PBSE A|H & 5 1% Triton X-1007} E3+H PB S% Jo] J774A.1&

Ll (lysis)AIFTE. &304 cLE S PBSi A <s 3] 4)3ke] 7HI0 LA i< (BD Difco™ 262710)0l 20 u0# Hojrc
# 37CAA ZEYZF F44E A F2YUE AFsia, 1 2735 & 8o YERSIT.

Fﬁ

%= 82 (FU assayS %3] 33 &2} 3 M. abscessus 1+ (Clinical Mab_R)ol ™3} 220989 F&AS H7}
g 2oty

= 8o yERd ule} o], hAAME W HE E3A IAZFEE FF Clinical Mab_R_luxG13el o3l 22098
S 10 pM, 20 pM= HZA a4 oz AHAA 4 A& (FU assays &3 &2lsigitt.

A 2-2. 71E€ FAAS] AUA g% &

A ZHg] 2z rlo]lAl(clarithromycin, Sigma PHR1038-500MG) 2}

71 M. abscessus A=l AFEEHI A&
S o AYR] Z37F A=A E1S F3 AHAE D AAE 7Y 2l

olulFhxlell el 220987 A AL
oA HAFEE FP33lrt.

TFAFeR, AP Aol AF WYt I #FE 00=0.027} HEF 7HO AR 3]A45te] LumiNunc™
9648 Zgo]Ed] 100 wA g;o1 AL 220087 FAAE FEHEE THY AA A AMElTh. FAA= FHOlE
o] $JellMFE o TFoR v} W ARE 50 wA, 22098 PZAMFE QLEH WIgoR FEIL uhe
ZAEE 50 ¥ A2|ste] checkerboard assay® 33T, *8]E vlx & Tecan F200 Microplate Reader&
F3 AZPE R luminescenceE 43I

9l mEl AFe A9 7+ Wol 1x10°9] J774A.1S LumiNunc™ 969 = .
o wjekata A} #FE J774A.100 10 MOIZ 2A17H5<F ZAA AT, #4ES 93 #o] i wFAS A A
3 PBSE A FHEZE F 10 uMe) olm]Fkale] E3-w RPMI-1640004 oF 2A1ZFEQ wlkate] AE
%3 #S EZAGSAIFG. ofuFhile]l & wigds AlASIE 220987 FAAE wERHE FAAZ 2% FBS

AR GAAE Sdol=e] ol oldFFon FErb e AVE 100 MH, 220988
B LE& Wgo g Fnrl Fe AXE 100 w A wlte] checkerboard assayS F33Fith. A7

o A K-
= wpxl & Tecan F200 Microplate ReaderE E3l A|ZFERE luminescenceE A 3T},
AU A a7 A2 719 LS Ry SynergyFinder Plus

(https://tangsoftwarelab.shinyapps.io/synergyfinder/_w_0138f0d0/#!/)E o]&3] #4331 o™ ZIP, Bliss,
Loewe % HSA & 4714 ALMEAE Zdl AlHA =307t 5 o] A9 AUAZE 237 dvka 15313l
I ARE % 9o JERAAT.

E 9t Am B34 BR £ Q1 #Rel U@ 220089 Feelsmeteld B olubste AR ERE )
ER L ES L

%= 9ol upehd mhep o], |Ee o] &H i = FAAA %aﬂﬂ*iu}cﬂ 8 ootrzhlate] Ad A a3kE o
g el AR AsAY dAAEe FHAEAA BARe] BkE w Clinical Mab_Re] 7 2 A2A
g zmrtollst AUA asr SlEen, oy AIE Aarders G azvtelal B oopn|7p4l gt
UA &S e (= 9a, b & ¢), FWo] w118 (Smooth) FZUY HE]S Hol= M. abscessus $l
Clinical Mab_Sell Wiair= AHA A See]zzrtelal B opnj7halate] Al|A] g3tE 918tk (= 9d ¥
e).

A 3. In vivo AolA9 22098 &% &l

w92 (OrientBio, BALB/c &3, 7#)dA AH B4 HAZ 32 F M. abscessus &7 Aol st
Af8es Gk, A R, w2t Zhx A M el o3k o] AAE A FOo=M M. abscessus®]
AAES =017] Yl Alo]FE ¥ 2~uknto]=(Cyclophosphamide, Sigma PHR1401-1G)E A& WE 25+ #4
% (neutropenic) Ed wl$-2o 7S &Pt Tt. BALB/c 9 vf-f-2of Alo]|E 2 FEAutulo] = (150 mg/kg) S
IP route(FH4UW Fo)= 74 4U A, 1¥ Ao FoAste a5+ #AaT w28 FEsth. 9 #HItolA o]
g8 27 B9A A} oA Ges WM. abscessus (Clinical Mab R)Z wjokste] mp9-2o] 1x10° CFU
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[0123]

[0124]

[0125]

[0126]

[0127]

[0128]

[0129]
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(Colony Forming Unit)E IN route(H]Zd] Fo)2 &7 F9E FX 3}051;} PBS —roi:rL =4 dExTdow,
ofu|7hal Folt S dA YRToR T 22098 Folwte a5 9l KA
A5 79 132 W74 W IP route® Foldtion, 1 }AS w 1ooﬂ e

A 14 zpel] mlg-2 3|Ao] o] FojH wj7hx] wjd mpg-2o] AFE& SAsI] W S dlEdvt. v
2 38 A AE 2 A 24E AES 5, 81 24 2]
PBS(Phosphate buffered saline)ol ##3} ¥ ¥ ¢ (CFUZ 7H10 JJﬂHHX]OH/\i =439k, 10% =243
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