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3-olAEe-58-tho| HF 22 -2-2,34-Ed] S F 2 d ol v)FA = 4(1H)-+;
53)

3-olAle-6-F 22 -2-24-Tho] F 2 23| dopH| )-8t} o] ERE = 7 -4(1H)-+;
54)

-0l E-8-H 2 W 5(EgEF 22245 EdEF 2 doln] 1n)F

= -4(1H)-<;
55) 3-oFA| & -2-(4- B 2 1 3| d o} u] )5 8-T} o] F & & ] & H-4(1H)-2;
56)

58-Tol 22 2-24-tho]| EF L2 o] x)-3-Z 23] @ Jd = -4(1H)-2;
57)

5,8-Clo| R 22 (2,4-tho] B &2 W u Jojn] )33 2 3] © Y 7] =52 _4(1H)-&;
58) 3-o}Al €l -2-(4- B &2 B o) d o} 1| 1r)-6,8- 1} o] EF L 2 F] = -4(1H)-
59) 3-o} M E-5,68-Ed] EF 2 2-2-(2,4-tho] F 2 2 9 d o}n] 1) F 15 H-4(1H)-2;
60) 3-0} A &-5,6,8-E 2] S 2 2-2-(3 d obu] 1) 5 U -4(1H)-<;
61)

3ol E-6-F R E2-G-FRRE2-ZF 2 ol )-8 E 2 7] =2 4(1H)-

Q..

-y

62)
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[143]

[144]
[145]

[146]
[147]

[148]
[149]
[150]

[151]

[152]
[153]
[154]

[155]
[156]

[157]
[158]
[159]

[160]
[161]
[162]

9

58-tFo]l F R E-2-(2,4-1Fo] BE B 3| d o}1| 1r)-3-0]| A B H F] =5 7 -4(1H)-+;
63)

3-olAlE-8-F 22 -2-34-To| F R E I ol x)-5-FF 2 2 = -4(1H)-+;
64) 3-o} M El-5,6,8-E ¢ F 2 2-2-(4-F 2 2 9| d o} 1| 1) F] 5 2 4(1H)-<;
65)

3-0bA g-8-F 2 &2-2-(3,5-T}0] FF ¢ 2 o d o1 in)-6-1] E 2.7 35 2 -4(1H)-<;
66) 3-oFAlE-5,8-t}o| B 2 2.2 (4-F Z 2 3| d o} 1] 1) F] = H-4(1H)-<;
67)

3-olAE-2-(3,5-t}o]| EF L 2 ¥ doln| 1)-7,8-T} o] FF 2 2 F = -4(1H)-=;
68) 2-(m-5 7o) 1] o)-3-0} A €l -5,6,8- E 2] 2 &2 A 5 4(1H)-2;
69)3-0} A &l -2-(4-tert- - & 7] d o} 1] 1)-8-F &2 2 _6-L} o] E R ] = U -4(1H)-&;
70)

§-F 2= 2(2,3-to] FRE| dojw] 30| ARE] H 51} o] ER T = 4(1H)-

Q..
71)

§-F 2224t EFRE| dojw] 30| ARE| H 51} o] ER T = 4(1H)-

Q..
72) 3-olAE-8-F R 2 2-3-FF LRI ol n)-6- U E Z ] = H 4(1H)-2;
73) 3-obAlE2-2-B 2R Wl Aoln] )R- F 2 E 6L ER A EH 4(1H)-S;
74)

3-olAE-8-F R 2 2-(24-Tho] ZF Q2 Wl A ol 1] )5 E 2 735 H-4(1H)-2;
75) 3-o} A El-8-F 2 2 2-(4- W] E Al F o} 1] 1m)-6- 1] E 2 ) 5 -4(1H)-2;
76)

3-olAlE-g-F 2 2-2-24-tpo] F 2 Zul Folu] )-6- 1 ERZ = H-4(1H)-;
77) 3-otHE8-F R 2 2-3-F 22 M Aol )-6- U E ZF & -4(1H)-;
78) 3-ot M E-6-F 2 2 -2-3-F 22 M F ol )-8- U E 2 F & -4(1H)-;
79)

3-obE-8-2 R 2-2-2,3-the]| 2R 2l Hopr| m)-6- HEE ] = -4(1H)-2; 3
80) 3-olA & 8- FEZ2-(4-ZF o 2l Aol n)-6-U E 2 5 H-4(1H)-&.

OF AL HEiz o} QAT P Y] AF S} AW B ool E,
3 -2 gl ohiol o] £, Bho] =5 A] b o] E R gzhr] o o] E,
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[167]
[168]

[169]
[170]

10

Aufo| B, vlo]l dujol E, UEO|E, E Ao E, B ndlo| =27 E 230 E,
tslo| =2 A ¥ AH0|E WEEAHO|E, W2 X AHo|E FEdlo]=
HEwlo|=, olo] @ ufo|E, EFQeto]| = ofAHo] E, TEI| QY|o| E,

di7b el o) E, 7h 2 g o| E, o} A HH o] E, LM 0| E, o] A HE|H O] E,

Fhz e o) E, Jletmol o] B, R 3 -A), S WEAL SA1, o) B,
AlarA| o) B, sFat o] E, Bl ol o] E, F-¥l-1 4-1] Qo o] E, & 4}-1,6-tFo] 24T,
24, S22 ezl tholyo] ER w4

B-Blo] EE A Wl o o] B, W H A Ml 24k, ek} g e X o] B Al F 4

L]

SR AEA, S22 EN, AN, ool A,

o 25 £ 2, 9 DR e o] B, AlEdo] £, eo] E,

shol =E AR E o] &, Fel Felo] &, Be o] £, B o E, v s o] E,
X R EAU SRS EAS T RICE S PSR = DR EAE I B R
i Evbo] EFQ RolA EAS AHg Sl AT ATk o E Fo) A

uhg A B A AL, AL I Evfo] R0 2ol M EALS ALEE 5 9l

W, 971 ALESte] FSLH 0 R B8 TheH BEYS TE & Uk 429
5 EEdde ERS 9L o 59, RS e 4 35
FASE E 90 EF S FASE £ Fo Sasta, v & HEE 92
o whstar, o o & kAN A Qivh ol W), FHY 02 B R, ER, 4
iz B AlsHE Blo] Ao ARk w, oo thgEhs & Fe
A G EE Ade] EFE G A S Aol D)7 w3
o=},

vol 7}, g o) whE oFel 4 A -2 9 YA H(penicillin),
A = 2 3 9l (cephalosporin), ©}H] == 2] L A] I (aminoglycoside),
1l 2 & 3 5 A} o] = (benzoyl peroxide), EH] = o}o] 2 H (povidone iodine),
o} A g} 2H(azelaic acid), @l E] = ©] = (retinoid), & & t}n}o] 21 (clindamycin) 2
o 2] E & n}o] 2l (erythromycin) 2.2 o] Fo] 7 - . 2 HE A E ¥ = 1& o] 49
BE H7HA & o 283 5 Stk

o] Yol 7k, ¥ el 7)
o o] 7} A% 0.5 Fof
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[171]
[172]

[173]
[174]

[175]
[176]

[177]

[178]

=9, AA, g4, A/ A

J, YA 2A], ERT]A] 50l

= (ol FEZ, BAERZZ FHR=
T E, EXE AR B e S, A (el Ao g, 2ol 24E
g o] mpavd B G /R ZYddd s dheka
A= g vk R E, AE ol 2E, A,
HEAgg2 =2 JER JMHAEA SRz = Y/l Zendy S dy 3
AJAE e e, 7

- &l
E9= B/ FAl, A AA, A, R A AE

Quh & YA w0 S E
Foe 5 Ak

¥
i
+

o oy o
= 4
fo & g i
B
& ol ol

ol e
i
»

‘1)’ 10 - F}O vE ‘b‘l ox

rl 2 4
o

ul =)
i)
S
T
o
=)
-\
S
T
g

o to

Ot
-

of

ﬂﬁ—i_&i‘

2
>
o
ot
A
g Mo o
o S
3
2 o
Fa
Pl o
o %
O{N' >
_>TI_4 o
S
ok
)
il
k-3

BN
ol
k
°
|
02, -
il
e
sy
=
°
ik
uv
Ho
It
£
o
Yoo f o
)
=N
rond
do oy
s
0%
~,

)
o
)
X
L
ok
iz
2,
e
o2
o
2,

A S, A 2 A3 Ao whel debd 4= glon, Ak o 7 of
0.001-100 mg/kg/ o], B}A 814 = 0.01-35 mg/kg/ L o] o}, &5 Al 7} 70 kg9l
Ao Al E v Eo R HEA © 2 0.07-7000 mg/ o] ™, vl 2] 8} A
0.7-2500mg/ o] ¥, 2 A} FEi= oFAL o] shetke] whe} AGAIZE (FA o R 1Y 19
WA =8]8 #3t Fof

P}

T
T .

¢s

-

ot
&
1o
T,

1
4
bt 1
xo,
)

A, B o] F=d 4.2 f Ao okebd 2B ofE A H 7wt
FHol = As SR Sh= [ oY Bz A58 Feh A=
A& gt

o, 7] k=& ofg) Exnlol 2 i wE] A7l AL EA R B
gl e o = A 5 oFsh A 2 =S AT

o]

Yo7, A7) oFE-2 9 YA " (penicillin), Al 2= 2= 3 & (cephalosporin),
oln] == 2] I A] = (aminoglycoside), ¥l 7= U 7] £ A} 0] = (benzoyl peroxide), EH] =

o}o] @ H(povidone iodine), o} 4l 2}-©] 4k(azelaic acid), | E] = ©] - (retinoid),
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[179]

[180]

[181]
[182]

[183]
[184]

[185
[186
[187
[188
[189

—t e e e e

[190]
[191]

[192]
[193]
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& thafo] Al (clindamycin), 2 ol 2] E Zw}o] Al (erythromycin) & 2 o] 5o %1

O RHE MEIE = |2 o4 FES ¥ilsl= 1S EX o 7 sl uY o
o = A8 oFokH 2= = 1er, old A }Q = A
£, A7) HH 1S S.pneumoniae == S. aureu$! AL 5H 02 = ¥ 1939]

28 by 2B AT,

ol 7}, 7] d 2 2EFE FAH 2 57 2 Y o) (Streptococcus pneumoniae,
S.pneumoniae), Z~H B 2 I 7] 2~ @ ¥]-9-2= (Staphylococcus aureus, S.aureus),
AN 7 B4 o} (Klebsiella pneumoniae), Vo] 72 & 22w}

- 5.1 o}(Mycoplasma pneumoniae), 2 #| A & 9 2} 2.2 2H(Legionella
pneumophila) @ o] Fo] X T o 2B Ael ¥ = 1§ o] e HHAS Xl
Ae B ew o Aol o T Arg ofatn 2B & e, ol

AR AL ol

2
oF
A
:
2

ek Bk o 51y 318hA] 18 BA = 3R i o] 9 oFEl A 0w 5§
T5E AL SRR oR sl wF o aF i AL ARV SA A E
Z2ABS AEa,

[heb 1]

R?2 0O o)
R3

R1
R4 N X
H |

RS RS
471 shets 1,
n& 0-38] A4=o)aL

X+= -NR’-, -S(=0)-, —S— HEiE -0-0] 3L
R OH, C-Cyy &2 F1= C-C Al E 2 L o] AL
R2, R3, R4, W Rs&= A7) 534 0 & 74 3R 71, -NO,, -COOH, -CN, -OH, ] |

= A C-Co & A == 1A 3 = s o] o] sHa o] %] 3kd
2 T 24 58] €, 2 7o) 3
Ro:= A 5 TE= X5 9 C-Cs %}78], T H X3 B X Ce-Cio ol o)L

7] A FHE Co-Cyp oFE & T2 A, 0] X 3 1= sl o] 2] skl o] ]%Iﬂ
213 = EA Ao C-Ce &, A i EA 2] C-Co A E NO,E
o] F X = O B2 EE Ay = s o] Aol X3 R X3 a ;Y

R7E 4 s A B # A9 C-Cod ol

N
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[194]
[195]
[196]
[197]
[198]

[199]
[200]

[201
[202
[203
[204
[205
[206
[207

e e e d e e

[208]
[209]

[210
[211
[212
[213
(214
[215
[216

e e e d e e

[217]
[218]

[219]
[220]

13

vl 8| =,

n< 0-29] Hgro]ar

X3 -NR’-, -§(=0)- 1= -§- o] I,

R A3 = B4 9] C-Cq & 3= C-C Aol 2 & ol an

R2, R3, R4, W Rs= 717 =g % o 7 Z,\Ai, A=l ,NO,, % A M = %X]K\HQ]CI_C
s A, = )X 3 = St o] o] R E o] X $hE A A = WA A elC
-C; ¢Zolal

Réi= A3 = E A 2] C-Cy &4, Bz B A $F o= A $hE Co-Cyp o} 0] aL

7] A 2HE Co-Cp oFH & TR, 1 A 3} 5= dhu) o] 4Fe] SR Ao] ) g4
A = A C-C o, A B A e C
o] Fol A= W O BB A B E = api o] o] A BV R A Sk L B

R o4 = A4 iz 2449 C-Co & ol ot

B} vl s A 5=,

7] n& 0 iz 19] 5ol AL

X+ -NR’- E=¥ -§(=0)-©| 3L,

RIZ A4 = 2X]49] C,-C,9 &7 = C-C Aol 2 &7 ola

R, R R4, L RE 2 E8 8 07 2= 27, NO, B 0] X3 == 3}
ol dEAle] A ghwl A = A2 C-C EE oA,
RO= 2 3) iz A 9] C-Cy &4, iz W)X 8 Hoi= X 8h Co-Cyp oFE 0 AL,

71 A1 #HE CCyp o & DR, WA 8 iz Shu o] o] R zlo] A gk
A = BA O C-C 2, A B EAH ] C-C &34 ENOLE
o) o Xz o BAH A B E = st o] o] ARk R X $hE a1 R

RIS 422 3= A 4f 3= C-C, & ol

B O vk s,

n& O Ei= 19] Ggrolar

Xi= -NH- o] aL;

RiZ e o€, o]Axad T Alo] 2222

R, R, R, ER =D 5HHOE ¢4 SFQE2, Va2 FH
i Eajo) B0 wuldo] L,

R6= W E, tert-F &, H] X 3+ == X3k #|do]aL,

A7 A 2 EFE, BEY 222 WE, e E T
Edfo| ZF e mud, |5 A] B NO® o] Fof 4= at &= 7B A ¥ ¥ = st
o]AL_q =8k 7] 2 % 3E 4= 9t}

B e A%7) 54 AE 2] FRALOA A 2
719 HERES E 5 Aok
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[223]

[224
[225
[226
[227
[228
[229
[230

—t e e e d e e

[231]

[232
[233
[234
[235

—t e e

[236]

[237]

[238]

[239]

[240]

[241]

[242]

[243]

[244]
[245]

14

D) 3-olE2-4- BRI ol )62 2 8- E 2 52 4(1H)-<;

2)

3-obAE-6-F 2 2 2-3,5-00] ZFQ 23 dohn| ) 8- E 2 B2 4(1H)-2;
3) e

3-obAE-58-t}o] 2R 2-24-Tho| 2 29 ol )-4-5 A4 F = - 1(4H)- 7}
H/\l gﬂ o] 1=

4) 3-obAE-8-F 2 2.6-H E & -2-(F o} 1] ) F 5 W -4(1H)-+;

5) 3-ofAl e -8-F E &2 -2-3-H| F A #l d o} 1] )-6- H E & F] = /- -4(1H)-+;

6) 3-oF A E-5,8-Tho] & & &.-2-(3,5-Tho] £ F Q & v J o} 1] 1) F) 3= 2 A(1H)-2
7) 3-obAld-6-F 2 2-2-(4-H| F A # o} ] 1n)-8- W E 2 75l -4(1H)-<;

8) 2-(p-SFo| ] )-3-0} M Bl -6-F 2 2 -8- Y E & 7 &2l _4(1H)-+;

9)3-ol A El-8-F R E2-4-F &2 o] n)-6- U EZF HH 4(1H)-2;

10)

3-0l A E-8-F 2 E-2-(3,5-TFo]| ZEF 2 2 dofu] n)-5-FF @ 2 5 H-4(1H)-<;
11)

3-olAlEl-58-Cho)| R ED-(4-FEE2-ZF 0 2 dolu] n)F] & H-4(1H)-2;
12) 3-ot M E-6-F 2 2-2-3-W E-A # d o} 1] 1)-8- U E 2 7 & ¢ -4(1H)-;
13) 3-olME6-F 2 2 8- U ER2-G-UEZ ¥ Jolu| .n)F & U -4(1H)-+;
14) 3-olAE-8-F 2 22-3-ZF L2 ol n)-6- U E Z ] = H-4(1H)-2;
15)

3-ol A E-6-F R E-2-(2,4-TF0)| ZF ¢ 2o do}n] x)-8- 1 E 2 ) =2 4(1H)-2;
16)

5,8-Ufo] F 2R 2-(2,4-U}0) HF Q R d o] in)-3-0] 2 E] H 7] 35 A -4(1H)-2;
17) 3-o}AE-5,8-tFo] & 2 2 -2-(3,4-1} 0] & F . 2 3| d o} 1| 1) F) 5 H-4(1H)-2;
18) 3-o} A €-5,8-t} o] F 2 2-2-(4-F Z 2 ¥ do}v| 1) H - -4(1H)-+;

19)

3-obAE-2-3,5-th o] EF 2 2 ¥ d of 1| 11)-6,8- T} o] EF L B F = -4(1H)-
20)

3-ob A E-6,8-Th o) EF 2 22-(2,4,5-E8] FFQ 2y dopn] 1) F] = A 4(1H)-2;
21) 3-o}AEl-5-F 2 2 2-(3,5-tho] F 2 & ¥ Yol v :x)-8-1 & F] 35 H -4(1H)-+;
22)

3-olME-8-FRES5-EFQLE-2-(24,5-EY EF 2 ol ) F] = -4(1H)-
Q..

-y

23)
3-olAE-6-E 2 2 -2-(3,5-tFo| E 2 2 ¥ dolv] x)-8-1} o] E 2.7 =5 4(1H)-2;
24) 3-o} A €l-5. 8-t} o] F 2 & -2-(2,5-T} 0] & F 2 2 | d o} 1| 1) F] = H -4(1H)-+;
25)

3-olAE-8-F 2223 4-Uo]|ZF L2 Holu )-5-ZF 0 B A= 4(1H)-=;
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[252]
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26)

3-olA & Q@squa Fogvehdolu ) 8- F 22 5 ZF Q2=
4(1H)-<

2ﬂ34w-2wﬁiiﬂédﬂ+WSQM FoEFAEHA(1H)-+

28) 3-o} 4| el-5,8-t}o)| H 2 W2 (4-H & W 5| d o} 1| 1) F] = & -4(1H)--;

29)

3-0lME-58-TFo| HE F.2-(24,5-E8] ZF 2 &2 3 dolv] 1) & H -4(1H)-;
30)

3-0}lA|El-5,8-T}o] Z2F 2. 2.2-(2,4,5-Ed| ZF 2 2 dolv] ) F] = H-4(1H)-&
31)

3-olAlE6-H R RE2-2-FERRE-5-ZF Q2| ol 1n)-8- 1 E 2 F = -4(1H)-
Q.

-y

32)
3-olAE-8-F 2 2-2-24-tFo| B2 B ol ). 5- 5 F Q2 F mH-4(1H)-<;
33) 3-o} 4| E€l-5,8-T}o] H & ¥.2-(2,4-T} 0] ZF @ 2 3 d o} u] 1) = H 4(1H)-
34) 3-o} A €l-5 8-t} o] B & W 2-(3,5-T} o] £ F @ & 3| d o} n| 1) F &= 2 4(1H)-&
35)

3-olAE-8-F R E-5-HE-2-2,4,5-Ed ZF 2 ol n)HA & 4(1H)->

36)

3-0lME-58-TFo)| F 2 2 2-24,5-E8] ZF 23 dolv] 1) = H -4(1H)-;
37) 3-0lME-6-F R 2 2-4-EF L2 dol 1n)-8-H E & F = H-4(1H)-+;
38)

3-oFA El-2-(3,5-bis(E&] &= F 2 2 W eh)#| d o} 1] 1n)-5,8-T} o] ZF @ 2 ] = & -4(1
H)-&:

39)

8-F 2 2-2-3,5-to| F R E ¥ o] x)-3-0] A E] H-5-1} 0] E & 7= ¥ -4(1H)-
Q.

-y

40)
3-olAEl-g-F 2 2 -2-(3,5-to] F 2 2 doln| 1)-5-EF 0 2 7] &= 4(1H)-2;
41)

3-olAEl-58-tho| M2 ¥.2-(2,34-E¢] 57 2 23| doln] )T =1 4(1H)-&

42)

58-tol FRE3- (Ao R IR AT R Y)-2-24-Tho| EF 2 m v d ot ) F =
#-4(1H)-<

43)

34WBSHEﬁ6(Eﬂ FoguEh2234-Ed ZF 2 ol x)F]
=5 -4(1H)-&

44) 3-obA €7, 8-tho] F R & -2-(3,5-Tho| & F L2 ¥ d op1] ) F = -4(1H)-+>
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[270
[271
[272

— e e

[273]

[274]

[275]

[276]

[277]

[278

[279

[280
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[282]

[283]

[284]
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45)

3-olAElg-FRRE 2 U-FRE2ZFQ ZH ol w)-5-1 €l F = 2 4(1H)-&;
46)

3-olAE-8-F 2 2-5-1E-2-(2,34-E ¢] 5 F e 23 d o] )T = ¢ -4(1H)-2;
47)

3-olAE-8-B 2R 2.(3,5-}0)| EF ¢ 2H ol )5 (Eg ZF 0 2 e =

H-4(1H)-;

48)
3-olAlE-8- B2 W 2 (3,5-tho] E 2 2 doln )5 (EY EF 2 Eh)F = -
4(1H)-2;

49) 3- OM]FJ 5,68-E8EFRE2B-ZF 0 2 doln ) 5 4(1H)-2;

50) 3-0} Al &-2-(3,5-tho] 2 & 2 o Jd o} ] -)-5 8-} o] = gi%lﬂa -4(1H)-;
51) 3-o} Al e -8-F 2 2-2-(24-tho] B 2 X 3 d o} 1r)-5-w| & F] 35 ¢ -4(1H)-+;
52)

3-olAlEl58-tho| F R 2-2-(2,34-EE] 5 Q2o d o] )] &= -4(1H)-2;
53)

-0l M E6-F 2 22 (24-Tho)| F 2 23| dolu] n)-8-1} o] E & F =7l 4(1H)-2;
54)

3-olAE-8-HEH 5(EYEFLEE)2-24,5-E EF L2 dotv )H

B H-4(1H)-2;
55) 3-oFA| & -2-(4- B 2 1 3| d o} u] )5 8-T} o] F & & ] & H-4(1H)-2;
56)

58-Tol 22 2-24-tho]| EF L2 o] x)-3-Z 23] @ Jd = -4(1H)-2;
57)

5,8-Clo| R 22 (2,4-tho] B &2 W u Jojn] )33 2 3] © Y 7] =52 _4(1H)-&;
58) 3-o}Al €l -2-(4- B &2 B o) d o} 1| 1r)-6,8- 1} o] EF L 2 F] = -4(1H)-
59) 3-o} M E-5,68-Ed] EF 2 2-2-(2,4-tho] F 2 2 9 d o}n] 1) F 15 H-4(1H)-2;
60) 3-0} A &-5,6,8-E 2] S 2 2-2-(3 d obu] 1) 5 U -4(1H)-<;
61)

3ol E-6-F R E2-G-FRRE2-ZF 2 ol )-8 E 2 7] =2 4(1H)-

Q..

-y

62)

58-Tho] 22 2-2-2,4-tFo| H 2 B d o] x)-3-0] AR E] 2 F == -4(1H)-+;
63)

3-OAE-8-E 2 Z22-34-TFo| ER2 2| ol 2)-5-FF Q. 2 = - -4(1H)-2;
64) 3-0} M El-5,68-Ed] EF 22 2-4-FEZ | ol =) FH & H-4(1H)-=;
65)

3-obME-8-F2E 2(3,5-T}0)| ZF ¢ R ol k)6 U E R HHU 41H)-2;
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[288]
[289]
[290]

[291]

[292]
[293]
[294]

[295]
[296]

[297]
[298]
[299]

[300]

[301]
[302]

[303]

[304]
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66) 3-oFA E-58-T}o]| H 2 W 2 (4-F 2 &2 3| d o} 1] )T & & -4(1H)-2;
67)
3-olAlE-2-3,5-to] EF 2 2o o} 1] 1)-7,8- T} 0] ZF Q. 2 F 5 -4(1H)-+;
68) 2-(m-5 Fo]t] 'n)-3-0} M E-5,6 8- E v] F 2 2 7 =2 4(1H)-2;
69)3-O} A & -2-(4-tert- 7 & # d o} 1] 1 )-8-F & & -6- 1} o] E & F] H el 4(1H)-2;
70)
§-F 2= 2(2,3-to] FRE| dojw] 30| ARE] H 51} o] ER T = 4(1H)-
Q..
71)
8-F R Z-2-24-tho| FEE | doln| -3-0| £ FE]| H -5 o] ER F =T -4(1H)-
Q..
72) 3-0bA 8- F 22D 3-ZF QBN ol n)-6-1 E 27 = -4(1H)-2;
73) 3-0} A El2-2-B 2 Rl Holn| )-8 F 2 2 .61 E & | el 4(1H)-&;
74)
3-olAE-8-F R 2 2-(24-Tho] ZF Q2 Wl A ol 1] )5 E 2 735 H-4(1H)-2;
75) 3-ob A E-8-F 2 22 (4-m| HA il A o} 1] 1m)-6- 1) E 27 & T -4(1H)-;
76)
3-ol A E-8-FEE D (2,4-Tho| ZF &2 2l Fo}n] i)-6-U E & F] H & 4(1H)-2;
77) 3-ot A 8- EH 22 2. 3-FZE W Aol )-6- 1] E ZH 5 -4(1H)-L;
78) 3-ol A El.6-ZF &2 2 2-3-F 2 2l A ojn] )-8 E &2 ] el 4(1H)-&;
79)
3-obE-8-2 R 2-2-2,3-the]| 2R 2l Hopr| m)-6- HEE ] = -4(1H)-2; 3
80) 3-olHE-8-F R & 2-4-ZF ¢ 2l Aol r)-6-U E & A =T 4(1H)-&.

B kol uhE 147154 AE 2L W A oy i NS
BHoR 4y AEd 4L FEAS AF S8 5 ABRz AF) AR 5
k.

A7) AE e BRNE SR AT Uk Y] BAE W S Q= AE
ol %z ER A, S5, 24, 0 W22, 2 EY AT, 290, B,
94}, e, 7Iek A, A, oFo| 2 AR E TR P AE, 7 22,
eRg, A4S &8 PO BHA, FAF, F71E AF Fol gov,
A ulol el 1Y) 5AEE BT EFa

B 9 48 FR Al A% a2 Arkel s the A me
HE I P AR 5 9, FH 9wl aet A 8l A1gE
St fEA R EFFE 1ol AL BA () E= AN o} 45
248 5 Aok A o= AR Fol ) el Fe AA A
F] 0.1 A 90 N2 b 4 Ak 2 A W A BH o
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[306]

2oF1glA 20¢g,

o]

°F5g A 12 gol

T .

HAl =

ks)

2} =]
2]

vl

[308]
[309]

4 ERo|E

<

F712%, B

9] 4,

oI
el

M N W R

7HA| 9]

=

=

1

ko)
-

o} ol

A, pH 28 A, b4 3hA,

[310]

o
Mo

B

L
i

o g] E&njol Al

[e]

T

ojd], &7 F=

[312]

T
Mo

ol

Hio

i

1)

AYA
i

@ (cephalosporin),

A< 3L
s i

Alo] = (benzoyl peroxide),

=

=
20

)
2

°|

=

#1142 H (penicillin), A
[e)

(aminoglycoside), ¥ 2= T
o}-o] & | (povidone iodine), ¢} 2 &} 2] 4l(azelaic acid), & E] 1= 0] = (retinoid),

1

o
T

T .

T

j

vholrt, 47] o

olv| s ] LA
3 t}vlo] Al(clindamycin), 2 ©f] 2] E 2 v}o] Al (erythromycin) & & o] 5] 71

ORI A

[313]
[314]
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[315]
[316]

[317]
[318]

[319]
[320]

[321]

[322]

[323]
[324]

[325]
[326]
[327]

[328]
[329]

[330]

[331]
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- S.pneumoniae 1= S. aureu) A 57 0.2 5= H H 9

E=
1
A = AR AV A A E A= S AT

vol7k A7) HEHe 2 EFE F 72 7 E 1 ok(Streptococcus pneumoniae,
S.pneumoniae), 2~ H E 2 F 7 2~ @ ]9 (Staphylococcus aureus, S.aureus),
AN 7 B4 o} (Klebsiella pneumoniae), Vo] 72 & 22w}
Y7 2.4 ok (Mycoplasma pneumoniae), 2 @ A 2.9 2} 7.2 2} (Legionella
pneumophila)Z o] Fo] X O 2 RE HEE = 1§ o] g9 HH S E3 ek
AL SRR = wH dt BE= NG AV A AF 2ALAEL F

Lo, ofol] A gyl = A of it

Lol 7k, & i & A7) 3heh] 18 BAE = ShehE i o] 9 ofgt A o'
5875 S FaAd T oR ek et A E e AV A E
ZAES 23 oA Foldh= A4S 23t @ o k= A5
WS Ak

S g 2 w9 oW = X g JlojA o], Y] EFekA 1R BAE =
33t E Wiz oo oFgh A o 7 & 87l e A8 -k oF A RAE i
A7 52 % 280 855 A3

do] AN E AT G

o] &}, & g g A g ool 25l g E] A gt

o ] A B dy e A H o= A sHE Ao, Bk o] 1] §-o]
A5 oel o8l g4 ¥ = A ofr}

Houkgo] irE 517] 1-809] Al 4-8 F LA S FFEFES Y 0 2L

u

1) 3-obAE2-4-B 2R Hdoln ) 6-F 22 8-V E &2 4(1H)-&
(3+ 33223 A1 ID: 3625)

2)

3-olME-6-F 2 E-2-(3,5- 0] FF 2| dolr| )-8 L EEF] = -4(1H)-<
(3+ 33223 A1 ID: 3635)

)

3-olAE-58-tho| R 2-2-(2.4-CUFo| F & 2 3| d o} 1] 1)-4-L- & F] = A -1(4H)- 7}
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[332]

[333]

[334]

[335]

[336]

[337]

[338]

[339]

[340]

[341]

[342]

[343]

[344]

[345]

[346]

[347]

20

Aol E (= 383E-23 3L ID: 3719)

4) 3-olAE-8-FHE 26U E R 2-(3 ol 1) F] & H-4(1H)-+

(3+= 3} 52 3 318 ID: 229544)

5) 3-ob M E-8-F 2 2 -2-(3-H| FA 9| o} 1] )-6- W E Z ] =7 -4(1H)-+
(381323 318 ID: 229556)

6) 3-ol M €l-58-t}o] 2 &2 & -2-(3,5-t}o] 5 . 2 9| d o} u] )] = & 4(1H)-<
(381323 318 ID: 229583)

7) 3-oFH d-6-F 2 Z2-(4-1]| 5 A 7 Do} 1 1)-8- U E 2 ) -4(1H)->
(&t 31323 315 ID: 3626)

8) 2-(p-EF ot )-3-ol N EH-6-F 2 E-8- U E 2 F] = 4(1H)-<

(3+ 33223 A1 ID: 3639)

9)3-olAE-8-F R E-2-4-FEE I o] x)-6-HEEF] =7 -4(1H)-+>
(3+= 3} 52 3 318 ID: 229545)

10)

3-olAEl-g-F 2 2-2-(3,5-To| ZF e 2o dolu] x)-5-F F 0 2 FwmH -4(1H)-
(3F= 33523 317 1D: 229579)

11)

3-olAEl-58-Cho)| F R ED-(4-FEE2-ZF 0 2 dolu] )] & H-4(1H)-2
(3+= 3} 52 8 318 ID: 229585)

12) 3-ob M E-6-F 2 22-3-m E A # d o} 1] 1)-8- 1 E 2 ] 35 4(1H)-2
(3H 33223 A1 ID: 3628)

13) 3-olAE6- 22 28U E R 2. 4- U E R H o] )] Z & 4(1H)-&
(3+ 33223 A1 ID: 3641)

14) 3-olAE-8-F 2 2 2-3-ZF 2 ol )-6- U E 2 = -4(1H)-+
(3+= 3} 52 8 318 ID: 229555)

15)

3-0l A E-6-F R E-2-(2,4-TFo)| ZEF 0 B # do}n] )-8 L] E 2 7 52l 4(1H)-
(33} gt B2 8 316 ID: 229582)

16)

58-Tho] F 2 2.2-2,4-Tho] 2 F @ 2 ¥ o} )-3-0] AR E] H ) &5 H-4(1H)-+
(331323 318 ID: 229592)

17) 3-o} Al €5 8-To]| 2 2 2(3,4-Tho] &5 Q & 3| d o} v 1) F] 3= 31 -4(1H)-2
(331323 318 ID: 229644)

18) 3-o} A &5, 8-Tho)| R 2 0-(4-F 2 2 9 J o} =) F] &= H-4(1H)-2

(3H 33223 31 ID: 229648)

19)

3-ol A d-2-(3,5-tho]| EF L& 3| d o} 1] 1)-6,8-T} 0] 5 F 2 2 ] 5 -4(1H)-+-
(3H 33223 1 ID: 229653)
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[348]

[349]

[350]

[351]

[352]

[353]

[354]

[355]

[356]

[357]

[358]

[359]

[360]

[361]

[362]
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20)

3-o} A E-6,8-T}0] £ F L 2-2-(2,4,5-E 8] ZF 2 2 9 d o} v ) F] = /1 -4(1H)-+>
(33} E-2 8 318 ID: 229656)

21) 3-o}AEl-5-F 2 2 2-(3,5-Tho] ZF &2 2 7| J o} n| &-)-8-H] &l ] 35 2 -4(1H)-=
(3H 33223 31 ID: 229669)

22)
3-O0lAElg-FRE5-ZFQE02-2,4,5-E] ZF 2 2 ol x)F] &2l _4(1H)-
< (351313 E-2 3] 31f- ID: 229683)

23)

3-ob M E6-F 2 2 -2-(3,5-Tho)| F 2 2| ol n)-8-1}o| E R F| =7l -4(1H)-<
(3H 33223 11 ID: 230122)

24) 3-o} A -5 8-t}o) F 2 2.2-(2,5-U} 0] ZF @ & ¥ J ol | ) F = A 4(1H)-&
(3H 33223 31 ID: 229646)

25)

3-olAE-8-FRE D3 4-To]| ZF o R dolu] )5 ZFQ 2 A mH 4(1H)-+
(3F= 33523 317 ID: 229651)

26)

3-olAlE-2-3,5-bis(EF EF 2 H e dolr| x)-8-F 22 5-ZF 2 Hwd-
4(1H)-2 (3t 3} 228 31 ID: 229654)

27) 3-olAE-2-(4-F 2 2 | d o} 1] 1)-6,8-T} o] & F . 2 F] = -4(1H)-2
(33} E-2 8 318 ID: 229657)

28) 3-0} A El-5,8-Tho| B2 ¥ 2 (4-H 2 F 7 Joln| 1)F =2l -4(1H)-&
(3+= 3} 52 8 318 ID: 229672)

29)

3-olM €5 8-Tho| B R F.2-(2,4,5-E8] EF 29 Dol )T 5 H-4(1H)-&
(3+= 3} 52 8 318 ID: 229684)

30)

3-ol A E-58-Tho] HEF Q8 -2-2,4,5-E8] EF L2 7 d o} ] ) F =/ -4(1H)-
(3+= 3} 52 8 318 ID: 229687)

31)

3ol E-6-FRE2-Q-FERE-S5-ZF R ol )-8 E 2 & -4(1H)-
2 (S8} 3 B2 317 1ID: 229647)

32)

3ol E-8-EF 2R 2-2,4-TFo| H 2R ol )55 F ¢ 2 )= -4(1H)-<
(3H 33223 31 ID: 229652)

33) 3-ol A& -5,8-T}o] H 2 ¥.2(2,4-T} 0] & F L 23| d o} 1| 1) 5 H-4(1H)-<
(373} E-2 8 318 ID: 229655)

34) 3-o}AEl-5,8-1fo] HE H.-2-(3,5-T}o| & F Q& ¥ d op1] ) F = -4(1H)-+>
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[364]

[365]

[366]

[367]

[368]

[369]

[370]

[371]

[372]

[373]

[374]

[375]
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(3+= 3} 52 3 318 ID: 229668)

35)
3-OlAE-8-E 2 25 uﬂ 2-2,45-E8) EF 2 23 ol ) F &= ¢ -4(1H)-+
(3H 33223 31 ID: 229682)

36)
3-oAMEl-58-Tho]| 2 E22-(2,4,5-E EF 29 Dol )T =5 H-4(1H)-
(3H 33223 31 ID: 229685)

37) 3-ot A H-6-F R E2-4-ZF 2 2o Joln| )-8 Y E R -4(1H)-&
(3+= 3} 52 8 318 ID: 229688)

38)
3-oFAE-2-(3,5-bis(E 2] S F 2 2 W e do}r] i)-5,8-T} o] ZF Q. 2 7 & ¢l -4(1
H)-+- (3t 8} 3H=-2 88 317 ID: 229691)

39)
8-F R E-2-3,5-tto| F R E ¥ ol x)-3-0| AT B H-5-1} o] E R F = /-4(1H)-
2 (B3 gH e 3] a1 ID: 230227)

40)
3ol E-8-EF 2 E2-3,5-Tho| E 2RI ol ) 5-FF L 2= -4(1H)-<
(3F= 33523 317 1D: 229914)

41)
3-obAlE-58-tho] H R W.2-(2,34-E ] &F e 23 d ol )] =5 e -4(1H)-
(3+= 3} 52 8 318 ID: 229927)

42)
58-THol E 2 2-3- (A E 2 Z 2 WTLR H)-2-24-Hho| EF L 2o dopv ) =
H-4(1H)-2 (357332 -2 3 2L-F ID: 229961)

43)
3-0lMEl8-H B2 R S(EZFE2wE)2-234-Ed| EF 2 dolu| )
= H-4(1H)-< (3F= 3} 3= 23 217 ID: 229984)

44) 3-o} A El.7 8-T}o| E 2 2 -2-(3,5-t}o| HF- L. 2 d o] ) F = -4(1H)-+=
(3+= 3} 52 8 318 ID: 229692)

45)
3-olAElg-FREDU-FEED-ZFQ 2ol n)-5-1 €l ] &= 4(1H)-2
(3F= 33523 317 ID: 229909)

46)
3-otAE-8-FRE-5-ME-2-234-E| EF LR ol ) F = -4(1H)-+>
(3+= 3} 52 8 318 ID: 229924)

47)
3-olAE-8-H 2 H 2.(3,5-t}o] ZF Q. 2y ol )5 (Eg ZF Q2 ehF] &
F-4(1H)-2 (= 31223 2L ID: 229945)
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[377]
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[383]
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[386]

[387]

[388]
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[390]
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48)

3-0lAE-8-H R H . 2.3,5-tho]| Z 2 2 doln ) 5-(ET ZF o 2w eI =
4(1H)-2 (35313223 16 ID: 229975)

49) 3-olAE-568-ER| E 2 Z2-3-FF 29| ol v ) F & -4(1H)-=
(3+7 33223 31 ID: 230020)

50) 3-o}A|El-2-(3,5-t}o| E Z 2 d o] 1)-5,8-T} o] FF 2 2 F &= H4(1H)-+
(3H 33223 31 ID: 229697)

51) 3-o} A E-8-FE 2 2-(2,4-tho| B & W i d o} 1] )-5-1] & F) 35 & 4(1H)-=
(3= 3152 8 318 ID: 229910)

52)

3-ofME-58-tho]| 2 2223 4-E8] EF Q2 d ol ) & H -4(1H)-<
(3+= 3} 52 8 318 ID: 229925)

53)

3-olME6-F 22 2-(24-To| EF 2 2 ol )-8t} o] E R F] &= 7 -4(1H)-<
(3F= 33523 317 ID: 229584)

54)

3-ollelg- R R 5(EGZFQ 2uE)2-24,5-E8] ZFQ 23 ol )
5 4(1H)-< (3531322 8 a6 ID: 229979)

55) 3-o} A El-2-(4-B 2 2.3 d ol n] )5 8-t} o] F &2 2 ] 5 & 4(1H)-<

(3+7 33223 1 ID: 230109)

56)

58-Thol &2 E-2-2,4-Tho] EF 23| doln x)-3-Z 23] @ I H = H-4(1H)-+
(3= 3} 528 318 ID: 230113)

57)

58-tfo] E 2 Z2-2-24-tho| B2 B ol )32 23] Q U F =2 -4(1H)-<
(3H 33223 1 ID: 230129)

58) 3-o} Al el-2-(4-H 2 2 3] d o} 1] 1)-6,8-T} o] EF L 2 & H-4(1H)-+
(3H 33223 21 ID: 230184)

59) 3-olAE-56,8-E]FEZ2-(24-Tho| FE E ¥ ol v 1r)H EH-4(1H)-
(373}t E-2 8 318 ID: 230659)

60) 3-ol M E568-Ee] SR 2 (3 doln| ) &l -4(1H)-<

(3H7 33223 31 ID: 230680)

61)

30 M E6-FERE2G-FEED2-ZFQ Y| dolu] )-8 EE FmH 4(1H)-
2 (S8} 3 E-23) 317 1ID: 230118)

62)

5.8-tho] F R &2 -2-(2,4-Tho| L& W 3| o} 1] -)-3-0] 2R E| H ] = A -4(1H)-2
(3= 3} 528 318 ID: 230131)
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[391]

[392]

[393]

[394]

[395]

[396]

[397]

[398]

[399]

[400]

[401]

[402]

[403]
[404]
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63)
3-obM 8- F 2 223 4-T}o)| F R Z | ol )-5-ZF Q ZF = -4(1H)-<
(3= 313523 a1-F- ID: 230218)

64) 3-ol A El-568-E ) F 2 20-(4-F 2 23 d ol 1) F = 4(1H)-&
(3= 313 523 a1-F- ID: 230676)

65)
3-0bAE-8-F R 2 2(3,5-T}0] HF L 2 d ol 1n)-6- 1 E 2 7] 35 21-4(1H)-+>
(¢H5 3 §HE-23 31 ID: 230120)

66) 3-oL Al €l-5.8-U} o] B 2 ¥ 2 (4-F Z 2 v o} )7 5 U -4(1H)-=
(3= 313523 a1-F- ID: 230137)

67)
3-olAlE-2-3,5-tho] EF 2 2o do}r] 1)-7,8- T} 0] Z2F Q. 2 F =5 - -4(1H)-+
(3= 313523 a1-F- ID: 230226)

68) 2-(m-5F o] t] r)-3-0}A € -5,6,8-E ] F &2 2 7] & H-4(1H)-2
(3= 313523 a1-F- ID: 230678)

69) 3-O} A € 2-(4-tert-F e Bl o} 1] ' )-8-FH EZ & 6L} o] E R A m & 4(1H)-
(33} 3 -2 3 a1-f- ID:229550)

70)
8-F 2 2-2-23-Tfo| FZE | d ol -3-0| 2 F-E] H-5-1} o] E & 7] 35 ¢l -4(1H)-
2 (&3} =29 a1 ID:230228)

71)
§-HEFE2-24-tfo]|FHE R dolv] -3-0] AR E| H -5} o] EZ = /-4(1H)-
(5 ket =28l A1 ID:230217)

72)
3-olAlE-8-F 2 E-2-3-EFEA Lol n)-6- U E & F| =/ -4(1H)-+ (3 &
SFE-2 3 31-F ID:229698)

73)
3-0b A E2-2- B 2 Wl Doln] 1)-8-F 2 2 _6-1] E 2 ) = 4(1H)-2 (333
E-23) 1% 1D:229989)

74)
3-olAE-8-F 22 2-(2,4-U}0)| ZF Q0 2l A o}u] )51 E 2 )= 4(1H)-2 (3
3} 3223 1R ID:1944)

75) 3-ob M E-8-F 2 2 2-(4-W| E-A Ml F o] 1)-6- U E 2 ] & -4(1H)-+

YA 19l (33 mL)oll ol = 2- 222 4ol ERold® (34¢g, 19.70
mmol) ¥ E #] W ¥l ol w1 0.1 mL, 0.99 mmol)el] t] A €l(1.7 mL, 21.05 mmol)S
25+l AA AT 4X g Fot R e 3 AL o2 A7 WAlS et
A A He 22 S o gFEol A AAHAAAMN N
-2-ERE 4 Yol ERF ) 3-Z AT Eolnlo] E(2.0 g, 40% TE)E DAL
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[406]
[407]

[408]

[409]
[410]

[411]

[412]
[413]

[414]

[415]
[416]
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'H NMR (DMSO-d6, 300 MHz) 6 10.13 (s, 1H), 8.39 - 8.32 (m, 2H), 8.24 (d, /=9.0
Hz, 1H), 3.82 (s, 2H), 2.22 (s, 3H).

YA 2: DMF (7 mL)el 7] @A 194 Al 2" N
-R-EFR R4 Yo ER A Y)3-F A Hgolrlo] = (1.1 g, 4.40 mmol) ¥ K,CO, (0.6
g, 4.40 mmol)-S ¥ a1 -0l A 2A1 7+ ket thg-, CS, (1.27 mL, 13.20 mmol)<
Qa1 2417 SR TE Mel (2.84 mL, 8.8 mL)S W a1 1A 75 ¢F a kel o),
B2 B voloEoH 28 35359101, tho]| 2 2| kol A A A A & 8lo] A
2-(dl = o) oy E dl)-N-2-F 2 &2 41} 0| E 2 #Y)-3-2 L Eofulo] =
(040 g, 25% 8)E AUt

'H NMR (DMSO-d6, 300 MHz) 6 10.13 (s, 1H), 8.39 - 8.32 (m, 2H), 8.24 (d, /=9.0
Hz, 1H), 3.82 (s, 2H), 2.22 (s, 3H).

SHA 3: 7] @A 2004 Al 2 2-(8) 2~ (H E Aol @)y E #ll)-N
-2-FE R4 Yo ERZHY)-3-8 AR Erolrko] E (100 mg, 0.28 mmol)E
o-UZZ 2 WA 4 mL)oll YaL, 4A17E 2t FFBI T A2 02 AE A nAE
AR IL, EtOAcE A2 A 5}
3-olAE-8-F 2 ZE 2-(ME M 0] Q)-6-LFo] EFH = H-4(1H)-+ (40 mg, 0.13
mmol)S AT}

'H NMR (DMSO-d6, 300 MHz) & 9.03 (d, J = 1.9 Hz, 1H), 8.55 (d, J = 2.4 Hz, 1H),
2.62 (s, 3H), 2.58 (s, 3H).

A 4: 7] A 3l A Az
3-olAE-8-F 2 ZE 2-(ME M 0] Q)-6-LFo] EZH = H-4(1H)-< (100 mg, 0.32
mmol)S W E-E (8 mL)oll =0]3L, & (8 mL)°ll FoF3)i= %<(0.98 g, 1.60
mmol)S 7 7}38lo] Aol A A ZE aekal i), Wl eHE-& Theh A A AL
EtOAcS} =& ¥ olA &35tk 77155 Na,SO,stell A A2 A] 7] AL X1 &
FEHAAA 3-olAE-8-ERZ2-(ME AT d)-6-1}o| ERZF = H-4(1H)- (90
mg, 86 % TS5 H)= LT

'H NMR (DMSO-d6, 300 MHz) & 8.86 (s, 1H), 2.68 (s, 1H), 2.58 (d, J = 8.7 Hz,
1H).

A 5: 23 7] A 4ol M Az E
3-olAle-8-F 222 (M A d)-6-H o] EZH = -4(1H)-+ (50 mg, 0.15
mmol)Z} 4-H] E-AJdl A o} 71 (21 mg, 0.15 mmol)S o-t] Z 2 2 ¥l Al (3 mL)°l
0] 5L, 24X ZF BHal Qi o) whE-= o A & ull & A A 8l AL, EtOAcE A A g 5} o
Aol 32] 3-0} M E-8-F 2 Z-2-(4-W] F A wll H o} u] 1).6-1 E 2 F] 5 -4(1H)-
(20 mg, 33% T8)= YA
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[417]

[418]

[419]

[420]

[421]

[422]

[423]

[424]
[425]

[426]

[427]
[428]

26

'H NMR (CDCl;, 300MHz) 12.25 (s, 1H), 9.08 (d, J = 3.0 Hz, 1H), 8.39 (s, 1H), 8.15
(s, 1H), 7.41 (d, J = 9.0 Hz, 2H), 6.99 (d, J = 6.0 Hz, 2H), 4.68 (d, J = 3.0 Hz, 2H),
3.84 (s, 3H), 2.81 (s, 3H).

76)
3-0l A El-8-F 2 &2 (24-T}o| FE 2wl Aol )-6- U E 2 & -4(1H)->(3H5-
3}etE-2-3 316 1D:230290)

77)
3-olAE-8-F R E-2-B-FREM Aol n)-6-H EZ A mH-4(1H)-> (3= 315
E-23 31f ID:229686)

78) 3-olAE-6-FEE2-B-FEEH Aol )8 L EZ A EH4(1H)-=

3-olME-6-F 2 2-2-(WE AT d)-8- o] ER = H-4(1H)-<= (50 mg, 0.15
mmol)Z} 3-F 2 2 Wl A o} 11 (22 mg, 0.15 mmol)S- o-H EZ Z M A (3 mL)°l)
0] 5L, 24X ZF BHal Qi o) whE-= o A & ull & A A 8l AL, EtOAcE A A g 5} o
Al 69 3-ol M E-6-F R Z-2-3-FE 2 W Aoty 1)-8-UEZH EH-4(1H)-2
(18 mg, 29% +8)= LA

'H NMR (DMSO-ds, 300MHz) 11.72 (brs, 1H), 10.49 (s, 1H), 8.51 (s, 1H), 8.40 (s,
1H), 7.35-7.52 (m, 4H), 4.85 (d, J = 6.0 Hz, 2H), 2.57 (d, J = 36.0 Hz, 3H).

79)
3-ol A El8-F 2 & .-2-(2,3-T}o]| FE 2wl Aol )-6- U E 2 & -4(1H)->(3H5-
3}etE-23 316 1D:230287)

80) 3-ol Al E-8-FH 22 2-(4-ZFQ 2l H o] 1n)-6-U E 275 -4(1H)-+

A7 A Al 39
3-ol M E-8-EF 2 2 2-(4-H| F Al A o} 1] 1)-6-1 E Z7] 5 H-4(1H)-+ (50 mg,
0.15 mmol) ¥} 4-5F . 2 W2 B 2 v}o] =(20 mg, 0.15 mmol)E o-T & 2 2 ¥l Al
(3 mL)oll =o] a1, 247 BHF 8 th WS E ol A &1l & Al A 8FaL, EtOAcE
AlA7gsto] A A4 89
3-olAle-8-F 2 E-2-4-EF 2 H oI 1r)-6- U E 2 75/ 4(1H)-+ (22 mg,
34% )= AU

'H NMR (CDCls, 300MHz): 12.29 (s, 1H), 9.08 (s, 1H), 8.37 (s, 1H), 8.06 (s, 1H),
7.42-7.52 (m, 2H), 7.08-7.22 (m, 2H), 4.70 (s, 2H), 2.82 (s, 3H).

&7 AA el 1-80 ol A £H] & sheh o] A AL ekt E Sh] & 1)
gelsto] YERH AT,
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Cl Cl
N NH N NH
H H
N* N*
= =z
o” o o o




WO 2018/074880 PCT/KR2017/011637

F
C

11 Cl o) 0 12

N NH
H 0
Cl F
o

13 0 0] 14 0

Iz

15 0 o 16 C

N* F

C

O
N\
/
O
I=
-n—< E}—z
T

O O
N NH
|
F F
0 0
N NH
H
M
|' (0] 0]
Cl NT
" \Q\)%
N NH
H
) Cl
| O O
N NH
H
| i F
F




WO 2018/074880 PCT/KR2017/011637
29
17 Cl 0 0 18 cl o)
N NH \©\
H Cl
Cl -
F
F
19 0 0 20 0 0
F F
F
N NH F N NH
H H
F
F
F F
21 of o] 0 22 F 0 0
N NH Cl
H N NH
H
Cl F
Cl
F
F
23 0 0 24 Cl 0
Cl
F
N NH NH
H
N2 Cl
Cl Cl F




WO 2018/074880 PCT/KR2017/011637
30
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38
79 o o 0 80 o o o
|+ |ll+
H NH H NH
Cl Cl b\
Cl F
Cl

<H| 2 1> £ FF 9 FH
T A=A A= 2 G R of 2] E Zvo] Al (erythromycin) <
H| BT

<H| Al ¢ 2> th £ HhE| gl oto] FH
| H 1) ~2ESE FAH A 7 2 Y oF(Streptococcus pneumoniae, S.preunoniae) <}
~HE 23 A~ @ 2]-5-22 (Staphylococcus aureus, S.aureus) S <= H] 5} T,

<Add 1> FA=H 42 FEA 9 2EHAEFAZX 77 E U ol(Streptococcus
pneumoniae, S.pneumoniae)®l W2 gt 24 H 7L

E o) whE A= 42 F- 542 2AWEFA L 72U OK(S. preumoniae
yoll ek &bt &2 B7kebr] ko] sl ef 22 AgE =38k

2A9 W Holglis 4 0 2215)
Trypricase soy broth(TSB) 7} & Zl ml -7 2.0l 100 ul 3 & vt
1

37°0 X 5% o) Aksheba ¥ *JH%E 215 glo] 16412 @ 7] v F gt 164 1E

Wi ke o] A X o] B2 gelet & TSB 1 A] 10mlel &3 5= (600 nm)

0.027} B =& A A A E itk Al 2" 7S 3700 A 5%2] o] Abal kA

S FHE X glo] @71 wjetete] 6AI gk 1 Attt A F F 6 gk

o FHEE IR %, TSBE A sto] F35 0.05 ¢ 2EFEIA 2~ v &

2ml& THE AT THE 2ml 5 900l E & %E Z7d3le] 0.058 A &<lt 1
o

U, 85 0059 2EE7] 2l foll S Aol Fagh ¢k ghao
trypticase soy broth(TSB)Z 1:1000 & A3} x| gt}

)t A 9F 0 2 3= 3% % (1mg/ml) o 2] E Zvlo] Al 1} dksimbo] 418 100ul &
8k TSBE 1:10 34 ¥ ol g E & wto] Al (100pg/ml)+ 1:12.5 3] A1 ¥
ks ko] Al (80ug/ml)S ZH2E 1ml 8] Ptk 97) 2] 1.5ml FEE F ) A ER
0] B A Eoll = 5 TSB-S 400ul & (ol 2] E&nto| 2l 34 A E) A $-11,

a7
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[444]
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th2 A Eoll = 25 TSBS 300ul # (FHnto] 2 814 Al E) A 5.

200u12] 100ug/ml o 2] E 5 1Fo] A2 TSB 400ul 7} 7] Al E 9] 5 WA 510

Yol Z o] & 5, F HA FHl 200 BaL 2 Ao T A2 e R
L A 77 TR 13 8] &2 AlE S A o L vk, 30019 80ug/ml
Hbswko] Al TSB 300ul7F H31 AIE Q] 2 WA FH ol Ya1 kA7l &, 5
H A FH ol 300ul WL JLHP/\]%{E} Z2Ho 2 R 77 FHe| 122
v &= Al 34 gt). 3 Alo] B A AJANA ) 7F 3 o] HEE
384-4 H-2 W g v A Z4 lE (384-well black plate with clear bottom)®]]
Sul A o2t

o= HF7F Ul A9 Zel ol EE A ¢ 7]l ¥l 1000 rpm &= 1H#-3F
=4S A4 A E 2 (esting-wel) 9] 72 o] FA T A Y Eeo] E 9t
i A 5, 45u10] S| AH S 2 AR Dol HolFR0aL, 37000 A
5%2] o) 5zt ek A F 5 A E X glo] 16A11F 7] Ml F T 16411F 7]
Hl&F 3, A9 ZHlo| ES wdrTel A 7AW ~25°(A W = 5)ell A 3043
2138 F=%1 ) 10X 'L’ﬂx}—zr‘jé %"“Q S5u Felo)E BE %ﬂrﬁ ”Cﬂzrﬂ Y
=ES o,
4Mﬁ%%@hgkL§ ﬂﬂ?@h%%%ﬁ]ﬁ%mmmwmwmﬁﬂg
530/590 (excitation/emission) = Sr331 71 A& Flslo] 317] 3 29
L ERH ST

4

°

MN
ud)
A
011

&
=
9
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[445] [3E2]
2 Alel]l (WT%Inh |[15B%Inh [19A%Inh |2 Ale] (WT%Inh |15B%I |19A%Inh
nh

1 107 112 90 2 108 117 95
3 105 102 104 4 106 100 104
5 103 99 96 6 96 94 97
7 24 3 -8.42 8 12 5 -3

9 108 101 94 10 105 104 104
11 103 102 103 12 13 87 -6
13 110 116 108 14 101 100 101
15 103 101 101 16 97 95 96
17 102 102 103 18 104 102 102
19 97 97 98 20 94 97 98
21 96 96 95 22 96 92 96
23 106 105 105 24 99 99 99
25 94 84 93 26 103 102 102
27 100 88 86 28 106 103 106
29 104 103 103 30 65 83 80
31 104 94 97 32 106 95 106
33 104 108 104 34 102 101 100
35 100 99 101 36 97 96 96
37 5 100 1 38 101 100 101
39 97 95 92 40 97 95 97
41 102 100 103 42 105 104 104
43 105 103 105 44 102 103 104
45 99 96 97 46 106 102 106
47 97 95 96 48 99 100 101
49 101 100 99 50 97 95 96
51 100 99 99 52 97 95 95
53 105 103 105 54 105 103 105
55 100 98 102 56 103 102 103
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[447
[448
[449

—t e e

[450]
[451]

[452]
[453]

[454]

[455]

41

57 97 96 96 58 105 103 106
59 101 99 103 60 95 95 95
61 98 96 96 62 98 98 98
63 92 92 95 64 101 99 102
65 16 9 97 66 103 102 103
67 105 106 104 68 100 97 89
69 105 104 105 70 96 96 96
71 103 103 102 72 99 100 101
73 106 105 104 74 29 87 0
75 106 106 104 76 102 101 101
77 105 104 105 78 3 2 1
79 106 106 105 80 102 101 101

*WT: oFA) & 31F-(Wild type)

*15B; FEUA 2EANEFA A FR Yo I

*19A: o Z EZvjo)l A ~AEE gHA A _qu} TE

*GpInh=(/3 24 1 4k-3 354 A4
11 4L)x 100

47 % 29 VHERE uhs} o), 2 el wHE )i 4.2 fA = b g
Tk g A B2, 195 e ERrol A Y BRE) el 53
P HEIS I 5 Aok o ZWE, ¥ Wgo] uhE B 4L FEAE
=
v

FEWA ol gl 2AMEFTAHL FE Y oK(S. preumoniae)®l ) &+ 3+t &3}

kol e}, kA, 53] dl gl ERZ ol Aol WA & Zkal )=

2 ARNEFA L 7B Y OKS. pneumoniae)©l) el A &+ a7 $-F35ith= Al &=
o} 2= 9

= T »

B} A A o] Q]6L7
FAANAL ZE2ad S z2h= Qg e A WA T o 3 2442
H7betr] Hste] shr] o A& Ad 2 stk ol wl, AV ] HE A

WATT AEE 7l AT 1 A 5 47 A2 o & sy o] /g9
&} Al A (ciprofloxacin, methicillin, tetracycline &)l thsle] WA o] &A1 ¥ A o)t}
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[459]
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[461]

[462]

[463]
[464]

[465]

42

ix1£ Ejl]— 301011:4 /\164 ;H/\]— /\E}%Eiﬂ/\ e} _Or_/: :‘r_}% L_rTo] §’_, Sml
Mueller Hinton broth(MHB) 7} &%1 50ml FE.¢l] 20 ul 4 &3} 4
37°0) A 16X ZF R EF mj ekl T}, 164] ZF kg 79 HxLO v %] 9] Bl
gFQlgt 3 MHB " #] 10ml°l &35 (600 nm) 0.027} ¥ =5 8| A s A A7 <&
ot A EH & 370004 ' wj ket 6l gF 71 - v A F - 641 1F
Hj ok o] &3-S 8¢ T MHBE 34 5te] &35 0.05 9 A2 37~
LTS MG 2mls THE T T 2ml = 900u1E EFEE 54
0.055 A AT 1 thS, &35 0.059] el 237 2 vl ool S 21 g o
Qg FS w30 MHBE 1:200 3] 4 8t FH| ot

#A A 4-2 F 5 2) Z Dimethly Sulfoxide (DMSO) ©f] ¥50] 313 % (10mM) =
Hlgich 122 8] & AL A S Y&l 12709 1.5ml FEE FH|3Ha 71 5 11719
ol 100 ul | MHB HHZ]%— F-E3 AL, W2 3 ) R E (H A s )=
S(10mM) A =H4-2 F A& MHBHHX]?._ 1:1000 3] 4] 3} 200ul
Ao}, Hal FE2 JFHA 100w & MHB H] %] 100w 7F ©71 5 HA
o Yar # Ao) Far, e uhR o 2 Y] 10709 FHo 128 &=

Al
514]0] 2.5 B S 7)) S e, 59
28] Z 9| o] E (384-well black plate with clear bottom)®ll Sul % ¥ o] =t}

S BT b 8 Eelol £ 5 141 1e)7]ol) WL 1000 pm 0. 134}
oF =S ZF A9 4 (testing-well) 2] -2 o] FA| AT A& EH o] E9)

ol £HlE 7, 4518 M E g& Al A9 Dol oFlaL, 37000 4
5%9) ol atetea o FEI R ' glo] 16417k vl k3Tt 1641 v < 5, 2
ZU ol EE w71 ol AW ~25°(A gE)"ﬂ/‘i 304-1F 23] 218 F3U E}
28] 2 28 Zyo|Eo] A AR B3 & ZyolEL EFY 247
(spectrophotometer) 600nm = 2 3 gk-& A o] 517] 3 3¢ LERH ST

[3£3]

2 A 4 4 2 Aol 9 AN 14 |[AA 45 2 A 15
S. aureus% |100 100 100 100 100
Inh

* QInh=(& A 24 B -H w54 A2 d Faa- a2
3t Eh) x 100
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[467]
[468]
[469]

[470]

[471]
[472]
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[3£4]
Al WA (DT |AALET3 (AT T4 (AL TS
23 100 100 100 100 100

* QA 1.5 A2 T G T2 2= Qe el e
A1t S. aureus (MRSA)
< GInh=(SH 2 H AF-BEEA AvaheAzd B Fd

. =

71 3% 40 YR vhe) o], E ol mE A 42 F A= HE A
A ~elE 2 FA A @ F] -2 (S.aureus) FEE-of W3] -4t A S YERI &
ek 4= ot
A .

Aol whef ol 2] e &2 A A 2}t

FEAE 2
g o] 2 TS A% A A NG o A B,

<A A e 1> 2Fst3] A A 9 Az
1 AbA] o] Al

2. A & Az

B o) whE g}ek2 19] 313HE 100 mg

592+ 100 mg

9 100 mg

2ol vEIIY| 4 2 mg

2719 S T 5, Bt AAlY] Al el wekA g skl AAE
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[492] & 100 mg

[493]  Z=EHlo}HAF vI1v| 4 2 mg

[494]  A71e] WS &3 5, S HaA e Ayl whehA] Aetel 5
FHe AaAE Az T

[495]

[496] 4.3k A%

[497] g ol whE 3keka] 19 BEE 1g

[498] Fd15g

[499] ZdAH 1 g

[500] AL EE05¢

[501] 719 AEE 38 5, T4k whie upe) 13 & 4 go] ¥ | =313 vt

[502]

[503] 5. #H}H A=

[504] B oo w2 g}el2] 19] 313HE 150mg

[505] FF&= 50 mg

[506] =200 mg

[507] A& 600 mg

[508] 719 RS E33 3, 30% ol ¥H-2 100 w2 % 7Fshe] A4 60°Col A
Azxste] g JAAg & Lol X8

[509]

[510] SHA, B g o] I3t E B A of ufe) o] FEE DAV A EY
A 27} 7hs sttt shlel & b o] A ES e 1754 A F AlAd &
of| Al gt}

[511]
[512] <A A o 2> A F(dairy products)] A X
[513] B ol A7V AE 2 E 0.01-1 THIEE 5o A7Esta, 7]

FHE ol 83t HE Y olo] A -2 Tkt f-A4 F& A =53t

[514]

[515] <11111] o 3> A4 A=

[s16]  §v|, B2, 3 &5 3A e H R A sAA DA AE g ¢
%Jﬂﬂi U560 Wl o R Azl AT, AN, S FA 2
THOR A AN AE AT F L4712 1560 v+ o] HEE
Alzsholeh. & g el A7l eA A% 2A=E AT FF7]A
b Fota s At

(5171 271l Azt e, $AF R 2L ddol whE g5 19] 89k

[518]

[519] HEF(EAY] 34 THHE, &5 19 T, B 20 TP,
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(5201 FAFENT7TFE, ARZFT 8SF, AN T 5HT),

[521] HAEH4-2> F5A Q2 THYD),

[522] FA1(1.5 T, &

[523]  A1.5 FFH).

[524]

[525] <A A o 4> D775 A FY A=

[526] & ol W 382 19 313 100 mg

[527]  HIEH 3t A

[528]  HIEFTI A oA E| O] E 70 ug

[529] HIELT] E 1.0 mg

[530] HI e} B10.13 mg

[531] H]E}Y B2 0.15 mg

[532]  H]E}YI B60.5 mg

[533] HIEFYI B12 0.2 ug

[534] HIELT] C 10 mg

[535] H|2¥ 10ug

[536] Y IZHAMOIMIE 1.7 mg

[537] SqAF 50 ug

[538] HERIL ZE 0.5 mg

[539] F714A 3= A%

[540] A 13- 1.75 mg

[541] Abgtold 0.82 mg

[542] Bkt 1 d) 45 25.3 mg

[543] ANJAZFE 15 mg

[544] A 22144 55 mg

[545] T AL ZH 90 mg

[546] B 100 mg

[547]

[548]  *§I3twl1d|4F 24.8 mg

[549]

[550] 719 HietRl 2 ujvlg 2529 248 = 8 ald A7 s A A Eel A9
S v A g AAl o 2 S A S A uh, T e E Qo2 WY
et & ks, B30 17715 A E Al el uhel Ao AR
Z3bet oh, S Al xstar, S el el A7 A E 2=
Azl ARg-3E 5 AT}

[551]

[552] <AAd 5 ARV T 252 Ax

[553] & agol whE 8}sk2] 19] 315HE 100 mg
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[561] &1 2]
webA =2 )
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47
Z (o]
ATH
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