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METHODS FOR TREATING RESPIRATORY DISEASES AND FORMULATIONS
THEREFOR

CROSS-REFERENCE TO RELATED APPLICATIONS
The present application claims, under 35 U.S.C. § 119(e), the benefit of and
priority to U.S. Provisional Application No. 61/781,197 filed March 14, 2013, which is hereby

incorporated herein by reference.

TECHNICAL FIELD
The invention described herein pertains to the treatment of respiratory diseases,
including cystic fibrosis. The invention described herein also pertains to inhalation

formulations of macrolide antibiotics.

BACKGROUND AND SUMMARY OF THE INVENTION

The treatment of bacterial infections continues to be an important endeavor of
pharmaceutical research and development. The specter of bacterial resistance to currently
available antibiotics is ever-present, and accordingly, new and improved compounds,
pharmaceutical formulations, treatment methods, and treatment protocols are needed. In
addition, bacterial infections present themselves in a wide range of tissues, and in many cases,
those tissues pose particular challenges for successful treatment. For example, new treatments
of bacterial infections of the respiratory system, including acute and chronic pulmonary and
endobronchial infections, are needed.

Many antibiotics do not achieve sufficiently high lung concentrations to be
effectively used in the treatment and/or prophylaxis of acute and chronic pulmonary and
endobronchial diseases. For example, aminoglycoside penetration into the bronchial secretions
has been reported to be poor, at approximately only about 12% of the peak serum concentration
(Rev. Infect. Dis., 3:67 (1981)). In addition, it has been reported that sputum itself is inhibitory
to the bioactivity of aminoglycosides because of its high ionic strength and the presence of
divalent cations (Advances in Pediatric Infections Diseases, 8:53 (1993)). Sputum also contains
mucin glycoproteins and DNA, which bind aminoglycosides. It has also been reported that to
overcome the inhibitory activity, the concentration of aminoglycosides in the sputum would
need to be increased to about ten times the minimum inhibitory concentration of the particular
target pathogen, such as Pseudomonas aeruginosa isolates (J. Infect. Dis., 148:1069 (1983)).

It has also been reported that it is particularly difficult to treat cystic fibrosis
(CF), a common genetic disease that is characterized by the inflammation and progressive
destruction of lung tissue. The debilitation of the lungs in CF patients is associated with

accumulation of purulent sputum produced as a result of chronic endobronchial infections
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caused by pathogenic bacteria, such as H. influenzae, Staphylococcus aureaus, and
Pseudomonas aeruginosa, and the like. Nearly all individuals suffering from CF eventually die
of respiratory failure.

Because certain antibiotics, like aminoglycosides, penetrate poorly into the
sputum, to achieve therapeutic concentrations in sputum, high dose parenteral administration is
required. Such dosing regimens increase the risk of systemic toxicity including ototoxicity and
nephrotoxicity because the serum contains high aminoglycoside concentrations. Intravenous
therapy may also increase hardship on the patient, and require hospitalization, which increases
treatment costs and exposes the patient to potential other infections. It is appreciated that
during infection, the bacteria may predominantly reside in the smaller airways, such as the
terminal and respiratory bronchioles, and that the bacteria may predominantly colonize in the
larger airways. It has also been reported that when azithromycin is administered by inhalation
and other intrabronchial routes, the half-life in the pharynx and lungs is undesirably long,
leading to a higher potential for resistance.

Tobramycin inhalation solution is currently the only aerosol antibiotic approved
for use for the treatment of bacterial infections in patients with CF. It has been reported that the
aerosol administration of tobramycin reduces the potential for systemic toxicity. However, it
has also been reported that long term use has been associated with multiple-antibiotic-resistant
P. aeruginosa strains. Thus, there is a need for the development of different treatments,
including classes of aerosol antibiotics for the treatment, of chronic lung infections in patients
with CF.

It has been unexpectedly discovered that unlike azithromycin, triazole-
containing macrolides described herein have an optimal half-life in the pharynx and lungs,
which allows for efficacy in treating disease in the lungs with a lower potential for resistance
development. It has also been surprisingly discovered that the triazole-containing macrolides
described herein may be administered by inhalation, including intranasal and oral inhalation,
and other nasal, sinus, respiratory tract, pulmonary, and intrabronchial routes. It has also been
unexpectedly discovered that the triazole-containing macrolides described herein exhibit a large
volume of distribution.

It has also been discovered that the macrolides described herein are useful in
treating respiratory tract infections (RTIs). It has been surprisingly discovered that the
compounds described herein also achieve sufficiently high lung levels upon oral administration.
Accordingly, methods are described herein for the treatment and/or prophylaxis of acute and
chronic pulmonary and endobronchial diseases, where the methods include the step of

administering or co-administering one or more macrolides described herein to a host animal.
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The macrolides may be administered by a variety of routes, including but not limited to oral,
parenteral, inhalation, and like routes of administration. Without being bound by theory, it is
believed herein that the utility of the macrolides described herein is due at least in part to the
unexpectedly high lung tissue levels of the compounds following administration, including oral
and parenteral administration. It has also been surprisingly discovered that the compounds do
not have to be administered by inhalation to achieve efficacious lung levels.

It has also been discovered that the macrolide compounds described herein are
useful in the treatment and/or prophylaxis of acute and chronic pulmonary and endobronchial
diseases, such as diseases caused by or exacerbated by bacteria, including Pseudomonas
aeruginosa seen in CF patients, chronic bronchitis, and bronchiectasis. It has been discovered
that the macrolides described herein have potent anti-inflammatory activities, and therefore are
useful in treating the inflammatory component of various pulmonary and endobronchial
diseases, such as CF.

It has also been discovered that the macrolides described herein may be co-
administered with other antibiotics, such as aminoglycosides, fluoroquinolones, aztreonam,
fosfomycin, and the like, and that such co-administration give unexpectedly high efficacy.
Without being bound by theory, it is believed herein that the unexpectedly high efficacy may be
due to one or more properties of the macrolides. One such property may be that the macrolides
have been shown to not antagonize the activity of other antibiotics, such as aminoglycoside
antibiotics, which has been reported for other antibacterial agents during co-administration.
Another such property may be that the macrolides surprisingly synergize the activity of other
antibiotics, such as aminoglycoside antibiotics.

It has also been discovered that the macrolides described herein are useful in
treating diseases that are caused at least in part by Escherichia coli, Enterobacteria species,
Klebsiella pneumoniae, K. oxytoca, Proteus mirabilis, Pseudomonas aeruginosa, Serratia
marcescens, Haemophilus influenzae, Burkholderia cepacia, Stenotrophomonas maltophilia,
Alcaligenes xylosoxidans, multidrug resistant Pseudomonas aeruginosa. The macrolides may
be administered alone or in combination with other antibiotics, such as aminoglycosides,
fluoroquinolones, aztreonam, fosfomycin, and the like.

Described herein are compounds, compositions, formulations, uses in the
manufacture of medicaments, and methods for treating respiratory infections, and related
diseases, including cystic fibrosis (CF), diseases caused at least in part by Mycobacterium
avium complex (MAC) or Mycobacterium hominus (MAH), patients suffering from infection
co-morbid with HIV, AIDS and/or AIDS related diseases, and other immunocompromised

patients suffering from infection. Without being bound by theory, it is believed herein that
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efficacy in treating disease such as CF is due at least in part to the combination of antibacterial

and anti-inflammatory activity of the compounds administered.

BRIEF DESCRIPTION OF THE DRAWINGS

FIG. 1 shows that synergy against MRSA SA 2230 is observed with achievable
levels of CEM-101 co-administered with tobramycin.

FIG. 2 shows the effect of various macrolides on PMA-induced MMP9
production. Effects of macrolides on phorbol 12-myristate 13-acetate (PMA)-induced MMP9
activation in U937 cells. Cells were pretreated with CEM-101 (10 to 100 uM) or erythromycin,
clarithromycin, azithromycin, or telithromycin (33 to 333 uM) for 1 h, followed by PMA (50
ng/mL) treatment for 48 h. After 48 h supernatants were collected for zymography. MMP9
enzyme activity was measured by gelatin zymography. Data are expressed relative to standard.
Values represent means of four experiments for CEM-101 and three experiments for each of
erythromycin, clarithromycin, azithromycin, and telithromycin, = SEM. ™ p < 0.01 (vs. non-
treatment control), * p < 0.05, ** p < 0.01 (vs. treatment with PMA only).

FIG. 3 shows the effect of various macrolides on LPS-induced TNFa production.
Effects of macrolides on lipopolysaccharide (LPS)-induced TNF release in PMA-
differentiated U937 cells. Cells were pretreated with CEM-101 (10 to 100 uM) or
erythromycin, clarithromycin, azithromyecin, or telithromycin (33 to 333 uM) for 1 h, followed
by LPS (100 ng/mL) stimulation for 4 h. LPS-induced TNFa release was evaluated by ELISA.
Values represent means of three experiments + SEM. * p < 0.01 (vs. non-treatment control), *
p <0.05, ** p <0.01 (vs. treatment with LPS only).

FIG. 4 shows the effect of various macrolides on LPS-induced IL-8 production.
Effects of macrolides on lipopolysaccharide (LPS)-induced CXCLS release in PMA-
differentiated U937 cells. Cells were pretreated with CEM-101 (10 to 100 uM) or
erythromycin, clarithromycin, azithromycin, or telithromycin (33 to 333 uM) for 1 h, followed
by LPS (100 ng/mL) stimulation for 4 h. LPS-induced CXCLS release was evaluated by ELISA.
Values represent means of three experiments + SEM. * p < 0.01 (vs. non-treatment control), *

p <0.05, ** p <0.01 (vs. treatment with LPS only).

DETAILED DESCRIPTION

In one embodiment, the compounds, compositions, formulations, and methods
include one or more macrolides described herein. In another embodiment, the compounds,
compositions, and formulations are adapted for oral administration. In another embodiment,

the compounds, compositions, and formulations are adapted for parenteral administration. In
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another embodiment, the compounds, compositions, and formulations are adapted for
administration by inhalation. In another embodiment, the methods include oral administration.
In another embodiment, the methods include parenteral administration. In another embodiment,
the methods include administration by inhalation.

It has been unexpectedly discovered herein that the triazole-containing ketolide
antibiotics and fluoro derivatives thereof, such as CEM-101 and related compounds, are
effective anti-inflammatory agents and as such are effective in treating CF. In particular,
triazole-containing ketolide antibiotics and fluoro derivatives thereof described herein are
effective in treating the bacterial and inflammatory aspects of CF.

It is also discovered herein that the compounds described herein exhibit high
solution stability even during long term storage.

In another embodiment, compounds, compositions, and methods are described
herein for treating CF that includes both a bacterial and inflammatory component.

The invention described herein is further illustrated by the following enumerated
and non-limiting clauses:

1. A method for treating a pulmonary or endobronchial disease in a host
animal, the method comprising the step of administering to the host animal a therapeutically

effective amount of one or more compounds of the formula

Cc

N
T
/
N

or pharmaceutically acceptable salts thereof, wherein:

X is H; and Y is OR7; where R7 is a monosaccharide or disaccharide, or a
derivative thereof; or X and Y are taken together with the attached carbon to form carbonyl;
Z.is a monosaccharide or disaccharide, or a derivative thereof;

V is C(0O), or C(=NRy;), wherein Ry, is hydroxy or alkoxy;
Wis H, F, Cl, Br, I, or OH;
A is CH», C(0O), C(O)O, C(O)NH, S(0O)2, S(O).NH, or C(O)NHS(O)2;
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B is (CH;), where n is an integer in the range from 0 to about 10, or B is C,-Cyg
alkenyl or alkynyl; and

C is cycloalkyl, cycloheteroalkyl, aryl, arylalkyl, heteroaryl, or heteroarylalkyl,
each of which is optionally substituted;

where the compound is administered by inhalation to the endobronchial space of
the patient.

2. A composition for administration by inhalation, the composition

comprising one or more compounds of the formula

C

N
T
/
N

\

or pharmaceutically acceptable salts thereof, wherein:

X is H; and Y is OR7; where R; is a monosaccharide or disaccharide, or a
derivative thereof; or X and Y are taken together with the attached carbon to form carbonyl;

Z.is a monosaccharide or disaccharide, or a derivative thereof;

V is C(0O), or C(=NRy;), wherein Ry; is hydroxy or alkoxy;

Wis H, F, Cl, Br, I, or OH;

A is CH,, C(0), C(O)0O, C(O)NH, S(O),, S(O),NH, or C(O)NHS(O),;

B is (CH;), where n is an integer in the range from 0 to about 10, or B is C,-Cyg
alkenyl or alkynyl; and

C is cycloalkyl, cycloheteroalkyl, aryl, arylalkyl, heteroaryl, or heteroarylalkyl,
each of which is optionally substituted.

3. A unit dose of a therapeutically effective amount of the compound or
composition of clause 2, the unit dose comprising a predetermined amount of the compound
adapted for administering by inhalation.

4. A kit for treating a pulmonary or endobronchial disease in a host animal,
the kit comprising a solid unit dose of a therapeutically effective amount of the compound or
composition of any one of the preceding clauses, and an aerosolizer adapted or configured to

aerosolize the pharmaceutical formulation and deliver it to the lower respiratory tract and
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pulmonary compartment following intraoral administration, and instructions for use. It is
appreciated that the solid unit dose may be administered as a dry powder or a metered-dose
inhaler.

5. A kit for treating a pulmonary or endobronchial disease in a host animal,
the kit comprising a solid unit dose of a therapeutically effective amount of the compound or
composition of any one of the preceding clauses, and an aerosolizer adapted or configured to
aerosolize the pharmaceutical formulation and deliver it to the nasal cavity following intranasal
administration, and instructions for use. It is appreciated that the solid unit dose may be
administered as a dry powder or a metered-dose inhaler.

6. A kit for treating a pulmonary or endobronchial disease in a host animal,
the kit comprising a solid unit dose of a therapeutically effective amount of the compound or
composition of any one of the preceding clauses, and a separate diluent, and instructions for
use, including an instruction for reconstituting the solid unit dose using the diluent to prepare a
liquid composition capable of being inhaled by the host animal.

7. The kit of any one of the preceding clauses further comprising a
container.

8. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the composition is a dry powder adapted for inhalation by the host animal.

0. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the composition is a solution adapted for aerosolization and inhalation by the
host animal.

10. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein compound is delivered to achieve a lung concentration, such as measured in
epithelial lining fluid (ELF), sputum, ling tissues, bronchial lavage fluid, and the like, of at least
about 2 pg/mL, at least about 4 pg/mL, at least about § pg/mL or at least about 16 pg.mL

11. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein X and Y are taken together with the attached carbon to form carbonyl.

12. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein Z is a monosaccharide.

13. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein Z is desosamine or a derivative thereof.

14. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein Z is desosamine.

15. The method, composition, unit dose, or kit of any one of the preceding

clauses wherein V is C(O).
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16. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein W is Hor F.

17. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein W is F.

18. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein A is CH,.

19. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein B is (CH,),.

20. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein n is an integer from 2 to 4

21. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein n is 3.

22. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein C is aryl, arylalkyl, heteroaryl, or heteroarylalkyl, each of which is optionally
substituted.

23. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein C is aryl, arylalkyl, heteroaryl, or heteroarylalkyl, each of which is substituted.

24. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein C is aryl or heteroarylalkyl, each of which is optionally substituted.

25. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein C is optionally substituted aryl or substituted aryl.

26. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein C is aminophenyl.

27. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein C is 3-aminophenyl.

28. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the compound is solithromycin, or a pharmaceutically acceptable salt, hydrate,
solvate, or prodrug thereof

29. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the compound is solithromycin, or a pharmaceutically acceptable salt thereof

30. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the compound is solithromycin.

31. The method, composition, unit dose, or kit of any one of the preceding

clauses wherein the administration is performed using a nebulizer, and the composition or unit
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dose is capable of producing a aerosol particle with an MMAD predominantly in the range from
about 1 to about 5 um.

32. The method, composition, unit dose, or kit of any one of the preceding
clauses further comprising the step of administering a therapeutically effective amount of an
aminoglycoside.

33. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the aminoglycoside is selected from the group consisting of tobramycin,
amikacin, and a combination thereof.

34. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the compound is administered at a dose lower than that capable of antagonizing
or significantly antagonizing the efficacy of the aminoglycoside.

35. The method, composition, unit dose, or kit of any one of the preceding
clauses further comprising the step of administering a therapeutically effective amount of a
fluoroquinolone antibiotic.

36. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the fluoroquinolone is levofloxacin

37. The method, composition, unit dose, or kit of any one of the preceding
clauses further comprising the step of administering a therapeutically effective amount of
aztreonam.

38. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease includes ventilator associated pneumonia (VAP), hospital acquired
pneumonia (HAP), community acquired bacterial pneumonia (CABP), or a combination
thereof.

39. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease includes cystic fibrosis, lung cancer, obstructive lung diseases, such
as chronic obstructive pulmonary disease, asthma, chronic bronchitis, restrictive lung diseases,
emphysema, primary and secondary ciliary dyskinesia, sinusitis, pneumonia, mesothelioma, or
a combination thereof.

40. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease includes cystic fibrosis.

41. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the host animal is immunocompromised.

41. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease is caused at least in part by a gram-negative bacteria such as

Pseudomonas spp., Stenotrophomonas maltophilia, Burkholderia cepacia, Aeromonas
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hydrophilia, Escherichia coli, Citrobacter freundii, Salmonella spp., Shigella spp., Enterobacter
spp., Klebsiella spp., Serratia marcescens, Francisella tularensis, Morganella morganii, Proteus
spp., Providencia spp., Acinetobacter spp., Yersinia enterocolitica, Yersinia spp., Bordetella
spp., Haemophilus spp., Pasteurella spp., Branhamella catarrhalis, Helicobacter pylori,
Campylobacter spp., Borrelia spp., Legionella pneumophila, Listeria monocytogenes, Neisseria
gonorrhoeae, Neisseria meningitidis, Kingella, Moraxella, Gardnerella vaginalis, Bacteroides
spp., and the like.

42. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease is caused at least in part by a gram-positive bacteria such as
Corynebacterium spp., Streptococcus spp., Enterococcus spp., Staphylococcus spp., and the
like.

43. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease is caused at least in part by a gram-positive anaerobic bacteria such
as Clostridium spp.

44. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease is caused at least in part by an acid-fast bacteria such as
Mycobacterium tuberculosis, Mycobacterium avium, Mycobacterium intracellulare, and
Mycobacterium leprae.

45. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease is caused at least in part by an atypical bacteria such as Chlamydia
pneumoniae and Mycoplasma pneumoniae.

46. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease is caused at least in part by one or more strains of Pseudomonas
aeruginosa, mucoid Pseudomonas aeruginosa, Burkholderia cepacia, Staphylococcus aureus ,
including MRSA, or a combination thereof.

47. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease is caused at least in part by one or more CF strains of Pseudomonas
aeruginosa, mucoid Pseudomonas aeruginosa, Burkholderia cepacia, S. aureus , including
MRSA, or a combination thereof.

48. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the mucoid Pseudomonas aeruginosa is pyocyanin positive.

49. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease is caused at least in part by one or more strains of Staphylococcus
aureus, including susceptible and resistant strains, such as MRSA, B. anthracis, or a

combination thereof.

-10 -



10

15

20

25

30

35

WO 2014/152326 PCT/US2014/027214

50. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease is caused at least in part by one or more strains of MRSA.

51. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease is caused at least in part by one or more of clarithromycin resistant
bacteria, including multi-resistance or pan-resistance, or a combination thereof.

52. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease is caused at least in part by inflammation.

53. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the disease is caused at least in part by inflammation arising from TNFa
production, CXCLS8 production, IL-8 production, MMP9 production, or a combination thereof.

54. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the host animal is a mammal.

55. The method, composition, unit dose, or kit of any one of the preceding
clauses wherein the host animal is a human.

Mlustrative inhalable compounds, compositions, and formulations include
inhalable dry powders and inhalable aerosolizable solutions. It is to understood that the
inhalable compounds, compositions, and formulations may provide additional benefits due to
the direct delivery to the endobronchial site of infection, such as decreased toxicity compared to
other systemic delivery, reduced cost, and better patient compliance, such as compared to IV
antibiotic administration requiring an inpatient or outpatient visit.

[lustrative inhalable compounds, compositions, and formulations are adapted for
delivery to the lungs and endobronchial space of the patient, such as by aerosolization or dry
powder inhalation. Such compounds may be lyophilizates, or reconstitutable lypophilizates, as
described in PCT International Publication No. WO 2011/112864, the disclosure of which is
incorporated herein by reference. In another embodiment, the compounds are prepared as
liposomes, including charged liposomes and antibody coated liposomes, nanoparticulate or
microparticulate compositions, nanosuspensions, and the like. The inhalable compounds,
compositions, and formulations may include one or more pharmaceutically acceptable carriers,
excipients, suspending agents, diluents, fillers, salts, buffers, stabilizers, solubilizers, solvents,
dispersion media, coatings, isotonic agents, and other materials. The inhalable compounds,
compositions, and formulations may include potentiators, complexing agents, targeting agents,
stabilizing agents, cosolvents, pressurized gases, or solubilizing conjugates.

Mlustrative excipients include sugars such as lactose, sucrose, mannitol, or
sorbitol; cellulose preparations such as, maize starch, wheat starch, rice starch, potato starch,

gelatin, gum tragacanth, methyl cellulose, hydroxypropylmethylcellulose, sodium
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caroxymethylcellulose, and/or polyvinylpyrrolidone (PVP). Preferred excipients include
lactose, gelatin, sodium carboxymethyl cellulose, and low molecular weight starch products.

[lustrative suspending agents that can serve as valve lubricants in pressurized
pack inhaler systems include oleic acid, simple carboxylic acid derivatives, and sorbitan
trioleate.

[lustrative diluents include water, saline, phosphate-buffered citrate or saline
solution, and mucolytic preparations. Other illustrative diluents include alcohol, propylene
glycol, and ethanol. Other illustrative diluents have a tonicity and pH compatible with the
alveolar apparatus. Other illustrative diluents include isotonic saline, phosphate buffered
isotonic solutions whose tonicity have been adjusted with sodium chloride or sucrose or
dextrose or mannitol.

Mlustrative fillers include glycerin, propylene glycol, ethanol in liquid or fluid
preparations. Illustrative fillers for dry powder inhalation systems include lactose, sucrose,
dextrose, suitable amino acids, and derivatives of lactose. In another embodiment, the fillers
include glycerin, propylene glycol, lactose and amino acids.

[lustrative salts include those that are physiologically compatible and provide
the desired tonicity adjustment, including monovalent and divalent salts of strong or weak
acids. In another embodiment, the salts include tartrates.

Mlustrative buffers include phosphate or citrate buffers or mixed buffer systems
of low buffering capacity. In another embodiment, the buffers include phosphate.

[lustrative coating agents to provide a hydrophobic sheath around the
hydrophilic cores include caproic and lauric acids. During the preparation of liposomes the use
of diphosphatidyl choline or diphosphatidyl myristyl choline or suitable such mixtures can be
used to provide protection to the molecules or formulation.

Mlustrative stabilizers include those that provide chemical or physical stability of
the final preparations. Such stabilizers include antioxidants such a sodium metabisulfite,
alcohol, polyethylene glycols, butylated hydroxyanisole, butylated hydroxytoluene, disodium
edetate. In another embodiment, the stabilizers include sodium metabisulfite, disodium edetate
and polyethylene glycols. In another embodiment, the stabilizers include cryoprotectants such
as polyethylene glycols, sugars, and carrageenans.

Mlustrative solubilizers include propylene glycol, glycerin, suitable amino acids,
complexing agents such as cyclodextrins, sorbitol solution, or alcohol. In another embodiment,
the solubilizers include ethanol, propylene glycol, glycerin, sorbitol, and cyclodetrins. In

another embodiment, the solubilizers include propylene glycol, sorbitol, and cyclodextrins.
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It is to be understood that the formulations described herein may include any and
all selections from the above lists of components, in any combination.

In another embodiment, the active ingredients are formulated for inhalation with
use of a suitable propellant such as dichlorodifluoromethane, dichloroflouromethane,
dichlorotetrafluoroethane, carbon dioxide or other gas. In another embodiment, the propellants
include non-CFC related class of propellants or related analogs.

In another embodiment, the active ingredients are dried into an inhalable dry
powder by mixing with suitable adjuvants that are compatible with the compounds described
herein and are biologically compatible. Illustrative methods of drying the pharmaceutical
material for inhalation include spray drying, conventional bed drying, and/or super critical fluid
processing. In another embodiment, spray drying and super critical fluid processing are used.

In another embodiment, the compounds, compositions, and formulations are
adapted for aerosolization as concentrated solutions of the compounds, such as about 1 to about
5 mL solutions of about 100 to about 1,000 mg, about 200 to about 800 mg, about 400 to about
600 mg, about 400 to about 500 mg, about 200 to about 400 mg, about 200 to about 300 mg,
about 100 to about 400 mg, about 100 to about 300 mg, or about 100 to about 200 mg of the
compounds.

Mlustrative diseases treatable with the compounds, compositions, formulations,
and methods described herein include cystic fibrosis (CF), ventilator associated pneumonia
(VAP), hospital acquired pneumonia (HAP), community acquired bacterial pneumonia
(CABP), and combinations thereof.

[lustrative diseases treatable with the compounds, compositions, formulations,
and methods described herein also include lung cancer, obstructive lung diseases, such as
chronic obstructive pulmonary disease, asthma, chronic bronchitis, restrictive lung diseases,
emphysema, primary and secondary ciliary dyskinesia, sinusitis, pneumonia, mesothelioma, and
combinations thereof.

In another embodiment, compounds, compositions, formulations, and methods
are described herein for treating cystic fibrosis. In another embodiment, compounds,
compositions, formulations, and methods are described herein for treating
immunocompromised patients having a bacterial infection.

[lustrative diseases treatable with the compounds, compositions, formulations,
and methods described herein include diseases caused at least in part by one or more strains of
Pseudomonas aeruginosa, mucoid Pseudomonas aeruginosa, Burkholderia cepacia,

Staphylococcus aureus , including MRSA, or a combination thereof.
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[lustrative diseases treatable with the compounds, compositions, formulations,
and methods described herein include diseases caused at least in part by one or more CF strains
of Pseudomonas aeruginosa, mucoid Pseudomonas aeruginosa, Burkholderia cepacia, S. aureus
, including MRSA, or a combination thereof. In one variation, the mucoid Pseudomonas
aeruginosa is pyocyanin positive.

[lustrative diseases treatable with the compounds, compositions, formulations,
and methods described herein include diseases caused at least in part by one or more strains of
Staphylococcus aureus, including susceptible and resistant strains, such as MRSA, B. anthracis,
or a combination thereof

Mlustrative diseases treatable with the compounds, compositions, formulations,
and methods described herein include diseases caused at least in part by one or more strains of
MRSA.

Mlustrative diseases treatable with the compounds, compositions, formulations,
and methods described herein include diseases caused at least in part by one or more of
clarithromycin resistant bacteria, including multi-resistance and pan-resistance.

It has been reported that cystic fibrosis patients and other patients with chronic
endobronchial infections may have a high incidence of bronchospastic or asthmatic airways.
These airways are sensitive to hypotonic or hypertonic aerosols, to the presence of a permanent
ion, particularly a halide such as chloride, as well as to aerosols that are acidic or basic. The
effects of irritating the airways can be clinically manifested by cough or bronchospasm. It is
therefore appreciated that the formulations described herein desirably have adjusted osmolality,
tonicity, ionic strength and pH.

In another embodiment, the aerosolizable formulations have salinity adjusted to
be well-tolerated by patients. In another embodiment, formulation has balanced osmolality
ionic strength and chloride concentration. In another embodiment, the formulation has the
smallest reasonable aerosolizable volume able to deliver the effective dose of the compounds to
the site of the infection. In another embodiment, the formulation does not negatively impair
airway function and does not cause any undesirable side effects.

In another embodiment, the aerosolizable solution formulations are
physiologically acceptable solutions, such as saline and/or buffered saline solutions. Illustrative
saline concentrations are physiological, such as about 0.9% saline, or sub-physiological, such as
in the range from about 0.1% saline to less than about 0.9% saline, including about 0.225%
saline (25% physiological saline) solutions. It is to be understood that the formulations may
also contain bromide and/or iodide. In another embodiment, the pH of the solutions are in the

range from about 4.2 to about 7.5, about 4.5 to about 7.5, about 4.5 to about 7, about 5.5 to
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about 7, or about 5.5 to about 6.5, or at about 6.0. It is to be understood that the foregoing pHs
may be buffered or unbuffered.

In another embodiment, the aerosolizable formulations are dry powders or
liquids formed from or capable of forming small particles suitable for deep endobronchial entry,
such as small particles having average diameter, such as a mass medium average diameter
(MMAD) predominantly of about 10 pm or less, such as in the range of about 1 to about 10
um; predominantly of about 5 um or less, such as in the range from about 1 to about 5 um, or in
the range from about 2 to about 5 um. In another embodiment, the formulations are capable of
being aerosolized, such as by nebulization, and/or are capable of forming small particles
suitable for deep endobronchial entry, such as having average diameter, such as a MMAD
predominantly of about 5 um or less, such as in the range from about 1 to about 5 um. As used
herein, predominantly or a majority of generally refers to about 70% or greater, about 80% or
greater, or about 90% or greater of the particles are about 10 um or less, such as in the range of
about 1 to about 10 um; or about 5 um or less, such as in the range from about 1 to about 5 um,
or in the range from about 2 to about 5 pm. It is to be understood that standard deviations of
less than or equal to about 3 pm, or less than or equal to about 2 pm are observed in the
foregoing ranges. It is to be understood that the foregoing specifically describes each and all
integral values in each range.

In another embodiment, the aerosolizable solution formulations have an
osmolarity in the range from about 50 to about 1050 mOsm/L, or in the range from about 50 to
about 550 mOsm/L, or in the range from about 100 to about 750 mOsm/L, or in the range from
about 200 to about 750 mOsm/L, or in the range from about 200 to about 600 mOsm/L, or in
the range from about 300 to about 600 mOsm/L, or in the range from about 300 to about 500
mOsm/L, or in the range from about 150 to about 250 mOsm/L, or in the range from about 165
to about 190 mOsm/L. In another embodiment, the formulations have an osmolality in the
range from about 50 to about 550 mOsm/kg, or in the range from about 165 to about 190
mOsm/kg.

In another embodiment, the compounds described herein are administered as an
aerosol suspension, such as an aerosol suspension of liposomes or other microscopic particles.

In another embodiment, the aerosol formulation is nebulized into particle sizes
which can be delivered to all parts of the lung, throughout the endothelial tree including the
bronchi and bronchioli and the terminal and respiratory bronchioles, and the alveoli, where the
bacteria may be present. It is appreciated that Pseudomonas aeruginosa bacterium or other

susceptible bacteria that reside in patients with cystic fibrosis may be located in the terminal
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and respiratory bronchioles. It is further appreciated that during exacerbation of infection,
bacteria can also be present in alveoli.

In another embodiment, the formulation or composition is a dry powder
comprising a compound described herein. In one aspect, the dry powder is dispersed into an
inhalable configuration that comprises or consists essentially of particles having a MMAD of
about 5 um or less, or in the range from about 1 to about 5 um, or in the range from about 2 to
about 5 um, or in the range from about 3 to about 5 um.

Dry powder formulations may be prepared using any conventional process,
including but not limited to milling, including media milling, jet milling, and the like,
lyophilizing, spray drying, precipitating into a fine powder, and the like.

Mlustratively, spray drying is accomplished by suspending the compounds
described herein in water, stirring and cooling. The solution is optionally purified using a
charcoal and filtered. Subsequently, the solution is spray dried using any suitable spay-drying
equipment, such as, for example Buchi Mini Spray Dryer B-191.

Particle size determinations may be made using a multi-stage cascade impactor
or other suitable method. Illustratively, the Thermo Andersen Eight Stage Non-Viable Cascade
Impactor is specifically cited within the US Pharmacopoeia Chapter 601 as a characterizing
device for aerosols within metered-dose and dry powder inhalers. The Eight Stage Cascade
Impactor utilizes eight jet stages enabling classification of aerosols from 9.0 micrometers to 0.4
micrometers (at 28.3 L/min) and allows airborne particulate to impact upon stainless steel
impaction surfaces or a variety of filtration media substrates. A final filter collects all particles
smaller than 0.4.

Mlustratively, media milling is accomplished by placing the compounds
described herein into a mill containing, for example, stainless steel or ceramic balls and rotating
or tumbling the material until the desired drug particle size ranges are achieved. It is
appreciated that the advantages of media milling may include good size control, narrow product
size ranges, high efficiencies of recovery, and readily scalable processes.

Mlustratively, jet milling uses very high pressure air streams to collide particles
with one another, with fine particles of the desired size being recovered from the mill. It is
appreciated that the advantages of jet milling may include rapidity of the manufacturing process
and less energy transfer during milling, resulting in less temperature rise during the drug
production. The jet milling process is generally completed in seconds to minutes.

Mlustratively, precipitation and/or crystallization is accomplished by adding a co-
solvent to a solution of one or more compounds described herein that decreases the solubility of

compounds to a uniform drug solution results in solute precipitation and/or crystallization.
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When sufficient co-solvent is added, the solubility of the compounds fall to the point where
solid drug particles are formed which can be collected by filtration or centrifugation. It is
appreciated that precipitation and/or crystallization may have the advantage of being highly
reproducible, having a high yield of recovery and being able to be performed under low
temperature conditions, which reduce degradation.

In another embodiment, the nebulization rate of the aerosolizable formulations is
at least about 1 pL/sec, at least about 2 uL/sec, at least about 3 uL/sec, at least about 4 uL/sec,
or at least about 5 pL/sec

In another embodiment, the delivered unit dose is about 5 mL, about 4.5 mL,
about 4 mL, about 3.75 mL, or about 3.5 mL. It is to be understood that the packaging may
include more material, but it is configured so that the delivered dose is a predetermined portion
thereof.

[lustrative nebulizers capable of providing aerosols of the formulations
described herein include atomizing, jet, electronic, and ultrasonic nebulizers, pressurized,
vibrating porous plate or equivalent nebulizers or by dry powder inhalers which predominantly
produce aerosols or dry powder particles between 1 and 5 pm. It is appreciated that such
particle sizes are desirable for efficacious delivery of compounds described herein into the
endobronchial space to treat bacterial infections. The compositions and formulations are
delivered by aerosolization using a nebulizer capable of producing a particle, where the
majority of the particles have an average diameter of about 5 um or less, or in the range from
about 1 to about 5 um.

Mlustrative nebulizers include dry powder inhalers, metered dose inhalers,
micronebulizers, ultrasonic nebulizers, and jet nebulizers, including standard and breath-
enhanced (ultrasonic nebulizer (Ultraneb 100/99; Sunrise Medical HHG; Somerset, PA)
specific nebulizer (Pari LC Plus Jet Nebulizer; Pari; Midlothian, VA) and compressor (Pulmo-
Aide; Sunrise Medical HHG).

Mlustrative jet nebulizers, including breath enhanced jet nebulizers, are
SIDESTREAM, PARI LC, PARI LC PLUS (Pari Respiratory Equipment, Richmond, Va), and
the like.

[lustrative ultrasonic nebulizers include AEROSONIC (from DeVilbiss),
ULTRAAIRE (from Omron), and the like.

In another embodiment, the formulation is administered on a daily dosing
schedule, including but not limited to q.d., b.i.d., t.i.d., q 8h, and the like. In one embodiment,
the daily dosing schedule is 1 to 4 times daily, t.i.d., q 8h, or b.i.d. In another embodiment, the
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daily dosing schedule is t.i.d. during awake hours, such as t.i.d. at 7 hour intervals or t.i.d. at 6
hour intervals.

In another embodiment, the compounds described herein are co-administered
with an aminoglycoside, where the compounds described herein are dosed in the alternative of
the aminoglycoside, such as during the 28 day mandatory off period for tobramycin dosing per
manufacturer labeling required to prevent permanent tobramycin resistance.

In another embodiment, the formulation is contained in a five-milliliter plastic
vial, such as low-density polyethylene (LDPE) vial. The vials may be aseptically filled using a
blow-fill-seal process. Additional alternative illustrative packages are described in U.S. Pat.
Nos. 5,409,125, 5,379,898, 5,213,860, 5,046,627, 4,995,519, 4,979,630, 4,951,822, 4,502,616
and 3,993,223, the disclosures of which are incorporated herein by this reference. The unit dose
containers may be designed to be inserted directly into a particular device adapted to allow
inhalation of the compound. Illustratively, the vials are sealed in foil over-pouches, six per
over-pouch.

Mlustrative parenteral doses of the macrolides are described in U.S. Patent
Application Serial No. 61/312417, the disclosure of which is incorporated herein by reference.

In another embodiment, the macrolides described herein are co-administered
with one or more other antibiotics, such as one or more other aminoglycosides, one or more
other fluoroquinolones, aztreonam, and/or fosfomycin. In one variation, such co-administration
may be performed without antagonism of the action of the aminoglycosides. In one aspect, the
macrolides are administered at a dose lower than that capable of antagonizing or significantly
antagonizing the efficacy of the aminoglycoside. In another variation, such co-administration
may be performed to synergize the activity of another antibiotic, such as an aminoglycoside, a
fluoroquinolone, aztreonam, and/or fosfomycin.

Antibiotic aminoglycosides, such as tobramycin, have been an important
addition to the available therapies for treating pseudomonal infections. Pseudomonas
aeruginosa grows in the endobronchial space and is found in the sputum of patients suffering
from or in need of relief from pathogenic bacterial infections. During exacerbations of
infection, Pseudomonas aeruginosa growth may also occur in the alveoli of patients. Illustrative
diseases caused by pathogenic endobronchial Pseudomonas aeruginosa include cystic fibrosis.

In another illustrative embodiment, methods for treating cystic fibrosis (CF) are
described herein. In one aspect, the methods include the step of administering one or more
macrolides described herein. In one variation, the methods also include the step of
administering one or more aminoglycosides. In another variation, the methods also include the

step of administering one or more fluoroquinolones. In another variation, the methods also
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include the step of administering aztreonam. In another variation, the methods also include the
step of administering fosfomycin. In one variation of any of the foregoing methods, the method
includes the step of administering the fluoroquinolones, such as levofloxacin, aminoglycoside
antibiotics, such as tobramycin, aztreonam, and/or fosfomycin by inhalation.

[lustrative aminoglycosides include, but are not limited to, amikacin,
apramycin, arbekacin, astromicin, bekanamycin, dibekacin, framycetin, gentamicin,
hygromycin B, isepamicin, kanamycin, neomycin, netilmicin, paromomycin, paromomycin
sulfate, rhodostreptomycin, ribostamycin, sisomicin, spectinomycin, streptomycin, tobramycin,
verdamicin, and combinations thereof.

In another embodiment, the aminoglycoside is selected from gentamycin,
amikacin, kanamycin, streptomycin, neomycin, netilmicin and tobramycin, and combinations
thereof.

[lustrative dosing regimens and protocols for aminoglycoside antibiotics that
may be used in the methods described herein, are described in US Patent Nos. 55082609,
6083922, and 6890907, the disclosures of which are incorporated herein by reference. In one
variation, the method includes the step of administering the aminoglycoside antibiotic, such as
tobramycin, by inhalation.

Any conventional dosage unit, formulation, and/or method of administering
aminoglycosides may be used herein, such as the dosage units, formulations, and/or methods of
administering tobramycin as described in U.S. Patent Nos. 5508269, 6890907, 6083922, and
7696178, the disclosures of which are incorporated herein by reference.

Mlustrative fluoroquinolone antibiotics include, but are not limited to oxolinic
acid (Uroxin), piromidic acid (Panacid), pipemidic acid (Dolcol), rosoxacin (Eradacil),
ciprofloxacin (Ciprobay, Cipro, Ciproxin), lomefloxacin (Maxaquin), nadifloxacin (Acuatim,
Nadoxin, Nadixa), norfloxacin (Lexinor, Noroxin, Quinabic, Janacin), ofloxacin (Floxin,
Oxaldin, Tarivid), pefloxacin (Peflacine), rufloxacin (Uroflox), balofloxacin (Baloxin),
levofloxacin (Cravit, Levaquin), moxifloxacin (Avelox,Vigamox, pazufloxacin (Pasil,
Pazucross), sparfloxacin (Zagam), tosufloxacin (Ozex, Tosacin), clinafloxacin, gemifloxacin
(Factive), sitafloxacin (Gracevit), prulifloxacin (Quisnon), delafloxacin, and combinations
thereof.

Any conventional dosage unit, formulation, and/or method of administering
fluoroquinolone antibiotics may be used herein.

Any conventional dose, formulation, and/or method of administering aztreonam

may be used herein, such as the dosage units, formulations, and/or methods of administering

-19 -



10

15

20

25

30

35

WO 2014/152326 PCT/US2014/027214
aztreonam as described in U.S. Pat. Nos. 6660249 and 7214364, the disclosures of which are
incorporated herein by reference.

In another embodiment, one or more macrolides described herein are
administered in a suppression therapy protocol. In another embodiment, one or more
macrolides described herein are administered in an adjunct therapy protocol for an acute
exacerbation of the pulmonary disease, such as CF. In another embodiment, the protocol is
capable of preventing or delaying chronic P. aeruginosa infection and/or colonization.

In another embodiment, one or more macrolides described herein, such as CEM-
101, are co-administered with tobramycin.

In another embodiment, one or more macrolides described herein, such as CEM-
101, are co-administered with levofloxacin.

In another embodiment, one or more macrolides described herein, such as CEM-
101, are co-administered with aztreonam.

In another embodiment, CEM-101 is co-administered with tobramycin, where
the CEM-101 is administered orally and the tobramycin is administered by inhalation. In
another embodiment, CEM-101 is co-administered with aztreonam, where the CEM-101 is
administered orally and the aztreonam is administered by inhalation. In another embodiment,
CEM-101 is co-administered with tobramycin, where the CEM-101 is administered by
inhalation and the tobramycin is administered by inhalation. In another embodiment, CEM-101
is co-administered with aztreonam, where the CEM-101 is administered by inhalation and the
aztreonam is administered by inhalation. In one variation, the co-administration follows a
protocol where the tobramycin or a aztreonam is administered during a first period of
administration, for example days 1-28, and the CEM-101 is administered during a second
period, for example days 29-56. The alternate periods may be repeated.

In another embodiment, illustrative daily oral doses of the macrolides described
herein, such as CEM-101, are in the range from about 1 to about 25 mg/kg, about 1 to about 10
mg/kg, about 2 to about 8§ mg/ kg, or about 4 to about 6 mg/kg of patient body weight. In
another embodiment, illustrative daily adult human oral doses of the macrolides described
herein, such as CEM-101, are in the range from about 100 to about 1,000 mg, about 200 to
about 800 mg, or about 400 to about 600 mg. In another embodiment, the daily dose is single
or divided and may be administered qd, bid, tid, and the like.

It is understood that dosing is desirably performed to achieve sputum
concentrations at least about 10 times the MIC for one or more of the target organisms of the
infection or disease. Without being bound by theory, it is believed that such illustrative dosages

are sufficient to achieve lung levels of about 1 pg/mL or greater, about 2 pg/mL or greater,
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about 4 pg/mL or greater, or about 8 ng/mL or greater, which may in most cases correspond to
a concentration that is about 10 times the MIC or greater. Without being bound by theory, it is
also believed that such illustrative dosages be sufficient to observe bactericidal activity against
lung pathogens.

The term “therapeutically effective amount” as used herein, refers to that amount
of active compound or pharmaceutical agent that elicits the biological or medicinal response in
a tissue system, animal or human that is being sought by a researcher, veterinarian, medical
doctor or other clinician, which includes alleviation of the symptoms of the disease or disorder
being treated. In one aspect, the therapeutically effective amount is that which may treat or
alleviate the disease or symptoms of the disease at a reasonable benefit/risk ratio applicable to
any medical treatment. However, it is to be understood that the total daily usage of the
compounds and compositions described herein may be decided by the attending physician
within the scope of sound medical judgment. The specific therapeutically-effective dose level
for any particular patient will depend upon a variety of factors, including the disorder being
treated and the severity of the disorder; activity of the specific compound employed; the
specific composition employed; the age, body weight, general health, gender and diet of the
patient: the time of administration, route of administration, and rate of excretion of the specific
compound employed; the duration of the treatment; drugs used in combination or coincidentally
with the specific compound employed; and like factors well known to the researcher,
veterinarian, medical doctor or other clinician of ordinary skill.

As used herein, the term therapeutically effective amount as applied to
compositions, formulation, kits, methods, and the like, illustratively may include an amount that
achieves sputum concentration of the compounds at about 10X the MIC or greater for the target
organism.

It is appreciated that successful therapy may be monitored by any conventional
method or endpoint, including but not limited to the decrease in the decline of or the
improvement in forced expiratory volume (FEV), and/or forced vital capacity (FCV). It is
further appreciated that successful therapy may be monitored by the decrease or the decrease in
the growth of colony forming units (CFUs) of the target bacteria in sputum. It is further
appreciated that successful therapy may be monitored by a decrease in persisters of
Pseudomonas and/or Burkholderia species.

Mlustrative target pathogenic bacteria include, but are not limited to,
staphylococci, including coagulase-negative staphylococci and coagulase-positive
staphylococci, streptococci, including Group A beta hemolytic streptococci, non-Group A beta

hemolytic streptococci and viridans group streptococci, enterococci, Nesseria species,
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Clostridium species, Bordetella species, Bacillus species and Corynebacterium species. In
particular, the bacterial infection is an infection caused by bacteria selected from the group
consisting of Staphylococcus aureus (methicillin-resistant and -susceptible), Staphylococcus
epidermidis, Staphylococcus hemolyticus, Staphylococcus saprophyticus, Staphylococcus
lugdunensis, Staphylococcus capitis, Staphylococcus caprae, Staphylococcus saccharolyticus,
Staphylococcus simulans, Staphylococcus warneri, Staphylococcus hominis, Staphylococcus
intermedius, Staphylococcus pseudointermedius, Staphylococcus lyricus, Streptococcus
pyogenes, Streptococcus agalactiae, Streptococcus dysgalactiae subspecies dysgalactiae,
Streptococcus anginosus, Streptococcus mitis, Streptococcus salivarius, Streptococcus bovis,
Streptococcus mutans, Pseudomonas aeruginosa, Neisseria gonorrhoeae, Neisseria
meningitidis, Bacillus anthracis, Bordetella pertussis, Burkholderia cepacia, Clostridium
difficile, Enterococcus faecalis, Enterococcus faecium and Corynebacterium diphtheriae. In
particular aspects, the bacterial infection is an infection caused by Staphylococcus aureus

(methicillin-resistant or -susceptible

In another illustrative embodiment, the macrolides described herein are of the

formula

and pharmaceutically acceptable salts, hydrates, solvates, esters, and prodrugs thereof, wherein:
X is H; and Y is OR7; where R7 is a monosaccharide or disaccharide, or a
derivative thereof; or X and Y are taken together with the attached carbon to form carbonyl;
Z.is a monosaccharide or disaccharide, or a derivative thereof;
V is C(O), or C(=NRy;), wherein Ry, is hydroxy or alkoxy;
Wis H, F, Cl, Br, I, or OH;
A is CH,, C(0O), C(O)0O, C(O)NH, S(0O),, S(O),NH, or C(O)NHS(O)»;
B is (CH»), where n is an integer in the range from 0 to about 10, or B is C»-Cyo

alkenyl or alkynyl; and
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C is cycloalkyl, cycloheteroalkyl, aryl, arylalkyl, heteroaryl, or heteroarylalkyl,
each of which is optionally substituted.

In another embodiment, X and Y are taken together with the attached carbon to
form carbonyl. In another embodiment, Z is a monosaccharide or a derivative thereof. In
another embodiment, Z is an amino-containing monosaccharide, such as an amino glucose or a
derivative, analog, or stereoisomer thereof, including but not limited to desosamines and
derivatives thereof, mycaminose and derivatives thereof, vancosamine and derivatives thereof,
L-vancosamine, 3-desmethyl-vancosamine, 3-epi-vancosamine, 4-epi-vancosamine, acosamine,
3-amino-glucose, 4-deoxy-3-amino-glucose, actinosamine, daunosamine, 3-epi-daunosamine,
ristosamine, N-methyl-D-glucamine, and the like. In another embodiment, Z is a desosamine or
a derivative thereof. In another embodiment, Z is a mycaminose or a derivative thereof. In
another embodiment, Z is a desosamine. In another embodiment, Z is a mycaminose. In
another embodiment, V is C(O). In another embodiment, W is H or F. In another embodiment,
W is F. In another embodiment, A is CH,. In another embodiment, B is (CH,), where n is an
integer in the range from about 2 to about 4. In another embodiment, B is (CH3);. In another
embodiment, C is optionally substituted aryl. In another embodiment, C is amino substituted
aryl.

It is to be understood that each of the foregoing selections of X, Y, Z, W, A, B,
and n may be combined without limitation, and therefore, such subgenera of compounds are
specifically described herein. For example, in another embodiment, X and Y are taken together
with the attached carbon to form carbonyl, and Z is a monosaccharide or a derivative thereof; or
X and Y are taken together with the attached carbon to form carbonyl, and V is C(O); or X and
Y are taken together with the attached carbon to form carbonyl, W is F, and A is CH,; or Z is a
desosamine or a derivative thereof, V is C(O), A is CH,, and B is (CH;), where n is an integer
in the range from about 2 to about 4; and the like.

In another embodiment, the macrolide described herein is of the formula
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H,N N

NMe,

also known as CEM-101 or solithromycin, or a pharmaceutically acceptable salt, hydrate,
solvate, ester, or prodrug thereof.

The macrolides described herein may be prepared as described herein, or
according to US Patent Application Publication No. 2006/0100164 and in PCT International
Publication No. WO 2009/055557, the disclosures of which are incorporated herein by
reference in their entirety.

As used herein, the term “alkyl” includes a chain of carbon atoms, which is
optionally branched. As used herein, the term “alkenyl” and “alkynyl” includes a chain of
carbon atoms, which is optionally branched, and includes at least one double bond or triple
bond, respectively. It is to be understood that alkynyl may also include one or more double
bonds. It is to be further understood that in certain embodiments, alkyl is advantageously of
limited length, including C;-Ca4, C1-Ci2, C;-Cs, Ci-Cs, and C1-Cy. It is to be further understood
that in certain embodiments alkenyl and/or alkynyl may each be advantageously of limited
length, including C,-Csy, C5-Cy2, C,-Cs, C5-Cs, and C,-Cy. It is appreciated herein that shorter
alkyl, alkenyl, and/or alkynyl groups may add less lipophilicity to the compound and
accordingly will have different pharmacokinetic behavior. Illustrative alkyl groups are, but not
limited to, methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl, sec-butyl, tert-butyl, pentyl, 2-
pentyl, 3-pentyl, neopentyl, hexyl, heptyl, octyl and the like.

As used herein, the term “cycloalkyl” includes a chain of carbon atoms, which is
optionally branched, where at least a portion of the chain in cyclic. It is to be understood that
cycloalkylalkyl is a subset of cycloalkyl. Itis to be understood that cycloalkyl may be
polycyclic. Illustrative cycloalkyl include, but are not limited to, cyclopropyl, cyclopentyl,
cyclohexyl, 2-methylcyclopropyl, cyclopentyleth-2-yl, adamantyl, and the like. As used herein,
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the term “cycloalkenyl” includes a chain of carbon atoms, which is optionally branched, and
includes at least one double bond, where at least a portion of the chain in cyclic. Itis to be
understood that the one or more double bonds may be in the cyclic portion of cycloalkenyl
and/or the non-cyclic portion of cycloalkenyl. It is to be understood that cycloalkenylalkyl and
cycloalkylalkenyl are each subsets of cycloalkenyl. It is to be understood that cycloalkyl may
be polycyclic. Illustrative cycloalkenyl include, but are not limited to, cyclopentenyl,
cyclohexylethen-2-yl, cycloheptenylpropenyl, and the like. It is to be further understood that
chain forming cycloalkyl and/or cycloalkenyl is advantageously of limited length, including Cs-
Caa, C3-Cya, C3-Cs, C3-Cs, and Cs-Ce. It is appreciated herein that shorter alkyl and/or alkenyl
chains forming cycloalkyl and/or cycloalkenyl, respectively, may add less lipophilicity to the
compound and accordingly will have different pharmacokinetic behavior.

As used herein, the term “heteroalkyl” includes a chain of atoms that includes
both carbon and at least one heteroatom, and is optionally branched. Illustrative heteroatoms
include nitrogen, oxygen, and sulfur. In certain variations, illustrative heteroatoms also include
phosphorus, and selenium. As used herein, the term “cycloheteroalkyl” including heterocyclyl
and heterocycle, includes a chain of atoms that includes both carbon and at least one
heteroatom, such as heteroalkyl, and is optionally branched, where at least a portion of the
chain is cyclic. Illustrative heteroatoms include nitrogen, oxygen, and sulfur. In certain
variations, illustrative heteroatoms also include phosphorus, and selenium. Illustrative
cycloheteroalkyl include, but are not limited to, tetrahydrofuryl, pyrrolidinyl, tetrahydropyranyl,
piperidinyl, morpholinyl, piperazinyl, homopiperazinyl, quinuclidinyl, and the like.

As used herein, the term “aryl” includes monocyclic and polycyclic aromatic
groups, including aromatic carbocyclic and aromatic heterocyclic groups, each of which may be
optionally substituted. As used herein, the term “carbaryl” includes aromatic carbocyclic
groups, each of which may be optionally substituted. Illustrative aromatic carbocyclic groups
described herein include, but are not limited to, phenyl, naphthyl, and the like. As used herein,
the term “heteroaryl” includes aromatic heterocyclic groups, each of which may be optionally
substituted. Illustrative aromatic heterocyclic groups include, but are not limited to, pyridinyl,
pyrimidinyl, pyrazinyl, triazinyl, tetrazinyl, quinolinyl, quinazolinyl, quinoxalinyl, thienyl,
pyrazolyl, imidazolyl, oxazolyl, thiazolyl, isoxazolyl, isothiazolyl, oxadiazolyl, thiadiazolyl,
triazolyl, benzimidazolyl, benzoxazolyl, benzthiazolyl, benzisoxazolyl, benzisothiazolyl, and
the like.

As used herein, the term “amino” includes the group NHa», alkylamino, and
dialkylamino, where the two alkyl groups in dialkylamino may be the same or different, i.e.

alkylalkylamino. Illustratively, amino includes methylamino, ethylamino, dimethylamino,
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methylethylamino, and the like. In addition, it is to be understood that when amino modifies or
is modified by another term, such as aminoalkyl, or acylamino, the above variations of the term
amino are included therein. Illustratively, aminoalkyl includes H,N-alkyl, methylaminoalkyl,
ethylaminoalkyl, dimethylaminoalkyl, methylethylaminoalkyl, and the like. Illustratively,
acylamino includes acylmethylamino, acylethylamino, and the like.

As used herein, the term “amino and derivatives thereof” includes amino as
described herein, and alkylamino, alkenylamino, alkynylamino, heteroalkylamino,
heteroalkenylamino, heteroalkynylamino, cycloalkylamino, cycloalkenylamino,
cycloheteroalkylamino, cycloheteroalkenylamino, arylamino, arylalkylamino,
arylalkenylamino, arylalkynylamino, acylamino, and the like, each of which is optionally
substituted. The term “amino derivative” also includes urea, carbamate, and the like.

The term "optionally substituted" as used herein includes the replacement of
hydrogen atoms with other functional groups on the radical that is optionally substituted. Such
other functional groups illustratively include, but are not limited to, amino, hydroxyl, halo,
thiol, alkyl, haloalkyl, heteroalkyl, aryl, arylalkyl, arylheteroalkyl, nitro, sulfonic acids and
derivatives thereof, carboxylic acids and derivatives thereof, and the like. Illustratively, any of
amino, hydroxyl, thiol, alkyl, haloalkyl, heteroalkyl, aryl, arylalkyl, arylheteroalkyl, and/or
sulfonic acid is optionally substituted.

As used herein, the term "optionally substituted aryl"” includes the replacement
of hydrogen atoms with other functional groups on the aryl that is optionally substituted. Such
other functional groups illustratively include, but are not limited to, amino, hydroxyl, halo,
thiol, alkyl, haloalkyl, heteroalkyl, aryl, arylalkyl, arylheteroalkyl, nitro, sulfonic acids and
derivatives thereof, carboxylic acids and derivatives thereof, and the like. Illustratively, any of
amino, hydroxyl, thiol, alkyl, haloalkyl, heteroalkyl, aryl, arylalkyl, arylheteroalkyl, and/or
sulfonic acid is optionally substituted.

Illustrative substituents include, but are not limited to, a radical —(CHZ)XZX,
where x is an integer from 0-6 and Z* is selected from halogen, hydroxy, alkanoyloxy,
including C;-Cs alkanoyloxy, optionally substituted aroyloxy, alkyl, including C;-Ce alkyl,
alkoxy, including C;-Cs¢ alkoxy, cycloalkyl, including Cs-Cg cycloalkyl, cycloalkoxy, including
C5-Cs cycloalkoxy, alkenyl, including C,-Cg alkenyl, alkynyl, including C,-Cg¢ alkynyl,
haloalkyl, including C;-Cg haloalkyl, haloalkoxy, including C;-Cg haloalkoxy, halocycloalkyl,
including Cs-Cs halocycloalkyl, halocycloalkoxy, including Cs-Cs halocycloalkoxy, amino, Ci-
Cs alkylamino, (C;-Cs alkyl)(C;-Ce alkyl)amino, alkylcarbonylamino, N-(C;-Cs
alkyl)alkylcarbonylamino, aminoalkyl, C;-C¢ alkylaminoalkyl, (C;-Cg alkyl)(C;-Cs
alkyl)aminoalkyl, alkylcarbonylaminoalkyl, N-(C;-Cs alkyl)alkylcarbonylaminoalkyl, cyano,
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and nitro; or 7% is selected from —C02R4 and —CONR5R6, where R4, RS, and R® are each
independently selected in each occurrence from hydrogen, C;-Cq alkyl, and aryl-C;-Cs alkyl.

The compounds described herein may contain one or more chiral centers, or may
otherwise be capable of existing as multiple stereoisomers. It is to be understood that in one
embodiment, the invention described herein is not limited to any particular stereochemical
requirement, and that the compounds, and compositions, methods, uses, and medicaments that
include them may be optically pure, or may be any of a variety of stereoisomeric mixtures,
including racemic and other mixtures of enantiomers, other mixtures of diastereomers, and the
like. It is also to be understood that such mixtures of stereoisomers may include a single
stereochemical configuration at one or more chiral centers, while including mixtures of
stereochemical configuration at one or more other chiral centers.

Similarly, the compounds described herein may be include geometric centers,
such as cis, trans, E, and Z double bonds. It is to be understood that in another embodiment, the
invention described herein is not limited to any particular geometric isomer requirement, and
that the compounds, and compositions, methods, uses, and medicaments that include them may
be pure, or may be any of a variety of geometric isomer mixtures. It is also to be understood
that such mixtures of geometric isomers may include a single configuration at one or more
double bonds, while including mixtures of geometry at one or more other double bonds.

As used herein, the term “composition” generally refers to any product
comprising the specified ingredients in the specified amounts, as well as any product which
results, directly or indirectly, from combinations of the specified ingredients in the specified
amounts. It is to be understood that the compositions described herein may be prepared from
isolated compounds described herein or from salts, solutions, hydrates, solvates, and other
forms of the compounds described herein. It is also to be understood that the compositions may
be prepared from various amorphous, non-amorphous, partially crystalline, crystalline, and/or
other morphological forms of the compounds described herein. It is also to be understood that
the compositions may be prepared from various hydrates and/or solvates of the compounds
described herein. Accordingly, such pharmaceutical compositions that recite compounds
described herein are to be understood to include each of, or any combination of, the various
morphological forms and/or solvate or hydrate forms of the compounds described herein.
Mlustratively, compositions may include one or more carriers, diluents, and/or excipients. The
compounds described herein, or compositions containing them, may be formulated in a
therapeutically effective amount in any conventional dosage forms appropriate for the methods
described herein. The compounds described herein, or compositions containing them, including

such formulations, may be administered by a wide variety of conventional routes for the
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methods described herein, and in a wide variety of dosage formats, utilizing known procedures
(see generally, Remington: The Science and Practice of Pharmacy, (21* ed., 2005)).

The term “prodrug” as used herein generally refers to any compound that when
administered to a biological system generates a biologically active compound as a result of one
or more spontaneous chemical reaction(s), enzyme-catalyzed chemical reaction(s), and/or
metabolic chemical reaction(s), or a combination thereof. In vivo, the prodrug is typically acted
upon by an enzyme (such as esterases, amidases, phosphatases, and the like), simple biological
chemistry, or other process in vivo to liberate or regenerate the more pharmacologically active
drug. This activation may occur through the action of an endogenous host enzyme or a non-
endogenous enzyme that is administered to the host preceding, following, or during
administration of the prodrug. Additional details of prodrug use are described in U.S. Pat. No.
5,627,165; and Pathalk et al., Enzymic protecting group techniques in organic synthesis,
Stereosel. Biocatal. 775-797 (2000). It is appreciated that the prodrug is advantageously
converted to the original drug as soon as the goal, such as targeted delivery, safety, stability,
and the like is achieved, followed by the subsequent rapid elimination of the released remains
of the group forming the prodrug.

Prodrugs may be prepared from the compounds described herein by attaching
groups that ultimately cleave in vivo to one or more functional groups present on the
compound, such as -OH-, -SH, -CO;H, -NR,. Illustrative prodrugs include but are not limited to
carboxylate esters where the group is alkyl, aryl, aralkyl, acyloxyalkyl, alkoxycarbonyloxyalkyl
as well as esters of hydroxyl, thiol and amines where the group attached is an acyl group, an
alkoxycarbonyl, aminocarbonyl, phosphate or sulfate. Illustrative esters, also referred to as
active esters, include but are not limited to 1-indanyl, N-oxysuccinimide; acyloxyalkyl groups
such as acetoxymethyl, pivaloyloxymethyl, B-acetoxyethyl, B-pivaloyloxyethyl,
I-(cyclohexylcarbonyloxy)prop-1-yl, (1 -aminoethyl)carbonyloxymethyl, and the like;
alkoxycarbonyloxyalkyl groups, such as ethoxycarbonyloxymethyl, a-ethoxycarbonyloxyethyl,
B-ethoxycarbonyloxyethyl, and the like; dialkylaminoalkyl groups, including di-lower
alkylamino alkyl groups, such as dimethylaminomethyl, dimethylaminoethyl,
diethylaminomethyl, diethylaminoethyl, and the like; 2-(alkoxycarbonyl)-2-alkenyl groups such
as 2-(isobutoxycarbonyl) pent-2-enyl, 2-(ethoxycarbonyl)but-2-enyl, and the like; and lactone
groups such as phthalidyl, dimethoxyphthalidyl, and the like.

Further illustrative prodrugs contain a chemical moiety, such as an amide or
phosphorus group functioning to increase solubility and/or stability of the compounds described
herein. Further illustrative prodrugs for amino groups include, but are not limited to, (Cs-

Cyp)alkanoyl; halo-(C5-Cyp)alkanoyl; (Cs-Cyg)alkenoyl; (C4-Cr)cycloalkanoyl; (Cs-Ce)-
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cycloalkyl(C,-Cje)alkanoyl; optionally substituted aroyl, such as unsubstituted aroyl or aroyl
substituted by 1 to 3 substituents selected from the group consisting of halogen, cyano,
trifluoromethanesulphonyloxy, (C;-Cs)alkyl and (C;-Cs)alkoxy, each of which is optionally
further substituted with one or more of 1 to 3 halogen atoms; optionally substituted aryl(C,-
Cie)alkanoyl, such as the aryl radical being unsubstituted or substituted by 1 to 3 substituents
selected from the group consisting of halogen, (C;-Cs)alkyl and (C;-Cs)alkoxy, each of which is
optionally further substituted with 1 to 3 halogen atoms; and optionally substituted
heteroarylalkanoyl having one to three heteroatoms selected from O, S and N in the heteroaryl
moiety and 2 to 10 carbon atoms in the alkanoyl moiety, such as the heteroaryl radical being
unsubstituted or substituted by 1 to 3 substituents selected from the group consisting of
halogen, cyano, trifluoromethanesulphonyloxy, (C;-Cs)alkyl, and (C;-Cs)alkoxy, each of which
is optionally further substituted with 1 to 3 halogen atoms. The groups illustrated are
exemplary, not exhaustive, and may be prepared by conventional processes.

It is understood that the prodrugs themselves may not possess significant
biological activity, but instead undergo one or more spontaneous chemical reaction(s), enzyme-
catalyzed chemical reaction(s), and/or metabolic chemical reaction(s), or a combination thereof
after administration in vivo to produce the compound described herein that is biologically
active or is a precursor of the biologically active compound. However, it is appreciated that in
some cases, the prodrug is biologically active. It is also appreciated that prodrugs may often
serves to improve drug efficacy or safety through improved oral bioavailability,
pharmacodynamic half-life, and the like. Prodrugs also refer to derivatives of the compounds
described herein that include groups that simply mask undesirable drug properties or improve
drug delivery. For example, one or more compounds described herein may exhibit an
undesirable property that is advantageously blocked or minimized may become
pharmacological, pharmaceutical, or pharmacokinetic barriers in clinical drug application, such
as low oral drug absorption, lack of site specificity, chemical instability, toxicity, and poor
patient acceptance (bad taste, odor, pain at injection site, and the like), and others. It is
appreciated herein that a prodrug, or other strategy using reversible derivatives, can be useful in
the optimization of the clinical application of a drug.

It is to be understood that in the methods described herein, the individual
components of a co-administration, or combination can be administered by any suitable means,
contemporaneously, simultaneously, sequentially, separately or in a single pharmaceutical
formulation. Where the co-administered compounds or compositions are administered in
separate dosage forms, the number of dosages administered per day for each compound may be

the same or different. The compounds or compositions may be administered via the same or
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different routes of administration. The compounds or compositions may be administered
according to simultaneous or alternating regimens, at the same or different times during the
course of the therapy, concurrently in divided or single forms.

[lustrative routes of oral administration include tablets, capsules, elixirs, syrups,
and the like.

[lustrative routes for parenteral administration include intravenous, intraarterial,
intraperitoneal, epidurial, intraurethral, intrasternal, intramuscular and subcutaneous, as well as
any other art recognized route of parenteral administration. Illustrative means of parenteral
administration include needle (including microneedle) injectors, needle-free injectors and
infusion techniques, as well as any other means of parenteral administration recognized in the
art. Parenteral formulations are typically aqueous solutions which may contain excipients such
as salts, carbohydrates and buffering agents (preferably at a pH in the range from about 3 to
about 9), but, for some applications, they may be more suitably formulated as a sterile non-
aqueous solution or as a dried form to be used in conjunction with a suitable vehicle such as
sterile, pyrogen-free water. The preparation of parenteral formulations under sterile conditions,
for example, by lyophilization, may readily be accomplished using standard pharmaceutical
techniques well known to those skilled in the art. Parenteral administration of a compound is
illustratively performed in the form of saline solutions or with the compound incorporated into
liposomes. In cases where the compound in itself is not sufficiently soluble to be dissolved, a
solubilizer such as ethanol can be applied.

EXAMPLES

EXAMPLE. Inhalable formulation. The compounds described herein, such as
CEM-101, are formulated in conventional dry powder or solution formulations. The
compounds may be optionally formulated as pharmaceutically acceptable salts. The dry
powder formulations are administered using a passive dry powder inhaler. The solution
formulations are administered using a pressured metered dose inhaler, a nebulizer, or similar
device. Illustrative dry powder formulations include, but are not limited to, Pulmosphere (PS)
formulations (Inhale Therapeutic Systems, San Carlos, CA), and the like. PS formulations are
prepared according to Dellamary et al., Hollow porous particles in metered dose inhalers,
Pharm Res 17:168-174 (2000). The disclosure of the foregoing publication, and each additional
publication cited herein, are each incorporated herein by reference.

EXAMPLE. Preparation of pseudomonal alginate. P. aeruginosa, such as
NH57388A, is cultured in 50 mL Mueller-hinton broth (MHB) for 24 to 28 h at 37°C with
shaking (170 rpm). The bacterial cells are harvested by centrifugation (23,000 x g, 30 min, 4°C)
and resuspended in 3 to 6 mL of MHB. The supernatant is collected and placed in an 8§0°C

-30 -



10

15

20

25

30

WO 2014/152326 PCT/US2014/027214
water bath for 30 min. Alginate is precipitated by adding the supernatant to 150 mL of ice-cold
99% ethanol. The precipitated alginate is collected with a sterile bacterial loop and washed
several times in sterile saline. The purified alginate is then resuspended in 10 mL of sterile
saline and stirred vigorously to form a homogeneous suspension. The alginate concentration is
measured and adjusted to a concentration of 2 to 3 mg/mL.

EXAMPLE. Model of acute mouse lung infection. P. aeruginosa, such as ATCC
27853, is grown overnight in MHB at 35°C. The bacterial suspensions re adjusted to ca. 1 x 10°
to 6 x 10° CFU/mL by correlation of the absorbance at 600 nm with predetermined plate counts.
Female Swiss mice are made neutropenic by the i.p. injection of 150 mg/kg cyclophosphamide
(Baxter, Deerfield, IL) on days 1 and 3. On day 4, the mice are infected by the intratracheal
instillation of 0.05 mL of inoculum with a curved oral gavage tip attached to a 1-mL syringe.
Antibiotic treatments are started at 24 h postinfection and are administered once or twice daily
(BID) for 24 or 48 h. Antibiotics are aerosolized with a microspray aerosol device. All
infections and aerosol treatments are performed while the mice are under isoflurane anesthesia
(5% isoflurane in oxygen running at 4 L/min). An untreated group of mice (n = 8) is killed prior
to the initiation of treatment to determine baseline bacterial counts. At 12 to 16 h following
administration of the last antibiotic dose, the treated animals (n = 8) are killed by carbon
dioxide asphyxiation. The lungs are removed aseptically and homogenized (Pro200
homogenizer; Pro Scientific, Monroe, CT) in 1 mL of sterile saline. Serial 10-fold dilutions of
the homogenized lung are plated on Mueller-Hinton agar, and the colonies are counted. For the
survival studies, mice (n = 10) are observed for 7 days after the end of treatment or for a total of
9 days postinfection.

EXAMPLE. Model of chronic mouse lung infection. P. aeruginosa, such as
NHS57388A, is cultured in 50 mL MHB for 24 to 28 h at 37°C with shaking (170 rpm). The
bacterial cells are harvested by centrifugation (23,000 x g, 30 min, 4°C) and resuspended in 3 to
6 mL of MHB. The bacterial suspension is diluted (1:10) in the alginate suspension to yield
about 10® CFU/mL. The initial establishment of infection is achieved by the establishment of a
transient neutropenia by administration of a single 150-mg/kg i.p. dose of cyclophosphamide 4
days prior to infection. On day 4, the mice are infected by use of a curved bead-tipped oral
gavage attached to a 1-mL syringe while the mice are under isoflurane anesthesia. Antibiotic
treatments are started at 24 h postinfection and are administered BID for three consecutive days.
Various concentrations of antibiotics are used, and they are administered either by an oral, i.p.,
or aerosol route with a microspray device. At 12 to 16 h following the last treatment, the mice

are killed, and the colony counts in the lung are determined as described herein.
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Statistical analysis. Survival and lung bacterial counts are analyzed by the log-
rank test and the Mann-Whitney U test (GraphPad Prism, version 4.03), respectively. A P value
of <0.05 is considered statistically significant.

EXAMPLE. The compounds described herein are poor substrates of efflux
pumps expressed in P. aeruginosa (PA). MICs of 36 clinical and laboratory strains of PA with
known efflux phenotype are measured by microdilution in cation-adjusted Muller-Hinton broth
(CA-MHB) or in RPMI medium (commonly used in eukaryotic cell culture). Phe-Arg-f3-
naphthylamide (PagN, 50 mg/L) and EGTA 5mM are used to inhibit efflux pumps and alter
OM integrity, respectively. P. aeruginosa strain ATCC PAOI is used as reference. PA12 is a
clinical strain overexpressing the 4 main efflux systems (MexAB, MexCD, MexEF, MexXY),
PA403 is a laboratory strain deleted in the genes coding for the 4 efflux systems. A series of
reference strains or of clinical isolates for which the expression of genes coding for efflux
pumps is known is also used for MICs determinations. MICs are measured by microdilution in
MH broth or in RPMI medium (used for eukaryotic cells culture) supplemented with 10% of
fetal calf serum, or in MH broth supplemented by increasing amounts of serum. EGTA (SmM)
was used as a chelating agent (disrupting outer membrane integrity) and PapN (50 mg/L) as an

unspecific efflux inhibitor. The results are shown in Table 1.
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Table 1.
Strains Effux expression ERY CLR AZM TEL CEM-101
; MHB RPMI | MHE RPMI| MHB RPMI| MHB RPMI | MHB RPM
12 AB+CIOEF+ XY+ 512 32 512 16 256 2 128 4 128 4
434 AB+CD+XY+ B4R 128 512 128 512 4 128 4 128 &
83 AB+ EF+XY+ 512 84 512 32 256 2 128 4 64 4
207 AB+ EF+XY+ 512 128 512 64 512 4 128 4 32 4
48 CO+EFeXY+ 512 B84 512 84 258 2 128 8 128 4
4% CD+EF+XY+ g42 4 512 32 255 2 128 4 128 4
11 AB+CD+ 258 16 512 18 128 2 84 1 18 2
2668 AB+CD~+ 512 G4 512 G4 256 2 258 4 258 4
333A AB+ EF+ 542 B4 512 84 256 2 &4 2 128 Z
335 AB+ EF+ 512 84 52 84 512 4 128 4 128 2
18 AB+ XY+ 512 32 512 64 256 4 128 4 32 4
88 AB+ XY+ 512 64 512 54 258 2 128 4 64 4
1688 CD+ XY+ 5812 286 512 256 §12 4 256 4 128 4
133 EF+XY+ 842 64 512 84 258 4 128 4 64 4
158 EF+XY+ 512 18 512 3 812 128 2 G4 2
1 AB+ 512 8 512 32 128 4 128 4 128 Z
21 AB+ 842 84 512 84 258 2 64 2 128 4
2 D+ §42 256 512 128 512 4 258 16 2586 8
41 CD+ 512 64 512 G4 256 2 258 4 258 4
3 EF+ 258 8 256 16 64 2 64 0.25 8
40 EF+ 256 32 256 18 256 2 84 2 32 4
4 XY+ 512 32 512 32 286 2 128 4 128 4
22 XY+ 512 32 512 32 256 2 128 2 &4 4
PAQ1 REFERENCE §132 32 §12 32 288 4 256 2 128 4
397 AB- 18 2 18 2 8 1 8 0.03 2z 1
392 cD- 256 18 258 18 128 2 32 Q.5 18 1
388 CD- 16 4 32 4 18 3 8 8.25 4 2
391 EF- 258 32 256 16 128 2 64 2 32 2
394 XY~ 512 32 512 32 286 4 84 1 32 4
400 XY- 18 4 18 4 2 8 0.28 1
385 Hi- 258 32 256 32 128 2 32 2 84 Z
396 ompH- 28 18 G4 16 G4 2 18 .25 8 2
401 ompH- 3 4 8 2 3 2 4 1 2 2
389 AB -~ EF - 16 4 16 4 16 2 4 8.25 8 1
403 AB ~LD ~ EF ~ XY - 18 4 18 4 2 2 4 0.5 4
405 AB -CD - EF - XY - 8 4 8 4 8 2 8 425 4 4

Table 2 shows the results obtained with PAO1 (wild-type), PA12

(overexpressing 4 efflux pumps), and PA403 (disrupted for genes coding for 5 efflux pumps).
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Table 2.
PAOLI (a) PAI2 (b)
CA-MHB RPMI CA-MHB RPMI
CT | PABN | EGTA |CT| PaBN | EGTA |CT | PaBN | EGTA |CT|PaBN | EGTA
IERY 5121 16 256 |32 32 32 1512 32 512 |32 32 2
CLR 5121 8 256 |32 4 32 1512 16 256 | 16| 16 2
AZ1 1281 4 8 2 4 0.25 256 2 256 | 2 2 0.5
TEL 1281 4 32 2 4 1 128 4 32 4 4 1
CEM-101 32 8 8 2 2 1 32 4 16 4 4 1
P403 ©
CA-MHB RPMI

CT|PaBN | EGTA |CT|PaBN | EGTA

ERY 16| ND 16 4 4 0.5
CLR 16| ND 32 4 4 0.5
AZ1 8| ND 2 2 2 0.125
[TEL 4 | ND 2 1051 1 0.06

CEM-101d | 4 | ND 1 1 2 0.25

MIC (mg/L) in control conditions (CT), in the presence of PaN 50 mg/L or EGTA 5 mM. (a)
wild type strain; (b) clinical isolate overexpressing MexAB-OprM, MexCD-OprJ, MexEF-
OprN, MexXY-OprM; (c) A(MexAB-OprM), A(MexCD-Opr]), AMexEF-OprN), A(MexJK),
AMexXY). MICs of all molecules were high against PAO1 and PA12 in CA-MHB but
reduced if tested in either RPMI or in the presence of PaBN (reaching values close to those of
PA403). EGTA reduced the MICs of ketolides in CA-MHB and had an additive effect in RPMIL.
CEM-101 showed a smaller difference in the presence of efflux pump inhibitors.

EXAMPLE. Several in vivo protocols wherein CEM-101 is repeatedly dosed in
toxicology studies in rodents and non human primates have demonstrated tissue levels of CEM-
101 between about 17 and about 100X higher than peak plasma levels. CEM-101 accumulated
in tissues and concentrations were highest in liver, spleen, lung, and salivary gland. This
relationship was confirmed in rodent ADME studies using radiolabeled CEM-101. When
administered orally at 100 mg/kg, lung tissue to plasma radioactivity ratios of about 13:1 were
observed in male and female animals. After IV dosing at 20 mg/kg, the data was more variable
and lung/plasma ratios of 17.6 for males and 6.2 for females were observed. Cmax and AUC
ranged from 0.022 pg/mL and 0.04 pgeh/mL to 1.96 pg/mL and 28.60 pgeh/mL across the dose
range. The mean CEM-101 tmax increased from 1.5 to 6.0 hours and the mean terminal half-

life increased from 2.2 to 7.9 hours over the 50 to 1600 mg dose range.
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EXAMPLE. Tissue distribution. CEM-101 is well absorbed and distributed to
the tissue. In the rat at 250 mg/kg/d, mean lung and liver concentrations 5 of CEM-101 were 17
and 15-fold higher than in plasma. Lung and liver concentrations were 503 and 711-fold higher
than plasma concentrations at the 200 mg/kg/d dose in monkeys. Concentrations of CEM-101
in the heart were significantly lower than levels found in lung or liver with levels 5 and 54-fold
higher than plasma concentrations in rat and monkey, respectively.

EXAMPLE. Activity of CEM-101 Alone and in Combination with Tobramycin
and Amikacin, against P. aeruginosa, MRSA, and B. cepacia. Cystic fibrosis is a congenital
genetic abnormality commonly encountered in the US. As a result of this disease patients, who
may live through early to late adulthood, suffer from recurrent bouts of pneumonia caused by
Pseudomonas aeruginosa (often mucoid), Burkholderia cepacia, and MRSA, and other
pathogens. The recurrent nature of these infectious attacks leads to multi-resistance and
sometimes pan-resistance, with combination therapy the only therapeutic alternative. There is a
dearth of new experimental agents active against resistant Gram-negative and Gram-positive
strains in general, and CF strains in particular.

CEM-101 is tested against P. aeruginosa, MRSA, and B. cepacia strains isolated
from CF strains isolated at Hershey Medical Center, alone and in combination with amikacin
and tobramycin.

Strains. Two strains each of mucoid P. aeruginosa (both pyocyanin positive) and
40 MRSA (only one strain with gold colonies) isolated from patients at a CF clinic were tested.
Additionally, 2 B.cepacia strains were acquired, from Hershey Medical Center. All strains were
identified by standard methods. Only one strain per patient was tested. MLV A was done on all
strains to examine clonality, and confirmed that examination is not taking place on only one or
a few clones. Strains will be stored in skim milk at —70°C until use.

Susceptibility testing. Original MICs of each strain to CEM-101 and other
comparators were tested by CLSI microdilution methodology. Trays were obtained from Trek,
Inc., Cleveland, OH. Time-kill macrobroth MIC dilution by CLSI was performed for all
synergy testing.

Synergy testing. Two of the MRSA strains were chosen and tested for synergy,
together with the 4 Gram-negative strains mentioned above. Broth macrodilution formed the
basis of MICs used in time-kill experiments, as detailed below. The kill kinetics of each drug
was tested alone by incubating an initial inoculum of 5 x 10° to 5 x 10° cfu/mL with drug
concentrations at the MIC, three dilutions above and three dilutions below the MIC (1/2, 1/4
and 1/8 x MIC). Viability counts were performed after 0, 3, 6, 12 and 24 h incubation at 37°C
in a shaking water bath by plating onto trypticase soy-5% sheep blood agar plates.
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After initial time-kills with compounds alone are performed, CEM-101 was
combined with amikacin and tobramycin. Combinations were tested 1-2 dilutions below the
MIC (1/2 X MIC and Y4 X MIC) of each drug. Inocula and time-kill methodology were as
above when the compounds alone are tested. Concentrations in synergy time-kill tests were
selected such that one of the two drugs yields a growth curve similar to that of the drug-free
control, while the other drug was more active.

MICs were assayed by standard methodology. Synergy was defined as a >2 logjo
decrease in cfu/mL between the combination and its most active constituent after 3, 6, 12 and
24 h, with the number of surviving organisms in the presence of the combination >2 logio
cfu/mL below the starting inoculum. At least one of the compounds in the combination was
present in a concentration which did not significantly affect the growth curve of the organism
when used alone. Antagonism was defined as a >2 logo increase in cfu/mL between the
combination and its most active constituent after 3, 6, 12 and 24 h, with the number of
surviving organisms in the presence of the combination >2 log;o cfu/mL above the starting
inoculum.

Results. Each individual strain tested proved to be an individual clone.
Compiled S. aureus (MRSA) MICs (ug/mL) are listed in Table 3.

TABLE 3. Microdilution MICs (ug/mL) of all compounds against 40 MRSA strains from CF

patients.
Drug Range MIC . MIC90
CEM-101 0.06->16 0.25 >16
Vancomycin 0.5-1 0.5 1
Teicoplanin 0.25-1 0.5 1
Daptomycin 0.5-1 0.5 1
Tigecycline 0.12-0.25 0.12 0.25
Azithromycin 1->32 >32 >32
Clarithromycin 0.25->32 >32 >32
Linezolid 1-4 2 2
Quinupristin/dalfopristin 0.25-1 0.5 1

CEM-101 was active (MICs 0.06-0.25) against 21 of the 40 strains (52.5%), with
MICs against the remaining organisms >16 pg/mL. Vancomycin and teicoplanin were also
active at MICs 0.25-1, linezolid at MICs 1-4 and quinupristin/dalfopristin at MICs 0.25-1. Most
strains (38 of 40) were resistant (>32) to azithromycin and clarithromycin. Microbroth MICs
for the 4 Gram-negative rods are presented in Tables 4 and 5, and time-kill macrobroth MIC
data are shown in Table 6.

TABLE 4. Macrobroth Dilution MICs (ng/mL) of all compounds against 2 P. aeruginosa
strains from cystic fibrosis patients.
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Drug Range
CEM-101 64
Amikacin 2-8
Tobramycin 0.25-1.0

TABLE 5. Macrobroth Dilution MICs (ng/mL) of all compounds against 2 B. cepacia strains
from cystic fibrosis patients.

Drug Range
CEM-101 8-32
Amikacin 256

Tobramycin 128

5 TABLE 6. Time-kill Macrobroth MICs (nug/mL) of all compounds against 6 strains from cystic
fibrosis patients.

Strain

CEM-101 Tobramycin Amikacin
SA 2230 0.125 4.0 32.0
SA 2232 0.125 NT* 64.0
PSAR 461 64.0 2.0 8.0
PSAR 468 32.0 1.0 4.0
BCEP 953 8.0 128 512
BCEP 954 32.0 128 256
*NT; not tested
10 Synergy time-kill data are shown in Tables 7 and 8.

Table 7. Results of In Vitro Antimicrobial Combinations with CEM101 Studied by Time-kill
CEM-101/Tobramycin® CEM-101/Amikacin

3h® 6h’ 12h* 24h* 3h 6h | 12h 24h
Synergy 0° 0 0 1 0 0 0 1
Indifference 5 5 4 4 6 6 4 5
Antagonism 0 0 1 0 0 0 2 0

* time-point (hours)
® number of strains (strains tested)
15  ‘one strain (MRSA 2232) not tested (MIC >512 pg/mL)

Table 8. Results of In Vitro Antimicrobial Combinations with CEM101 Studied by Time-kill
CEM-101/Tobramycin CEM-101/Amikacin

3h® 6h’ 12h* 24h* 3h 6h 12h 24h
SA2230 IND IND IND SYN® | IND | IND | IND | IND
(0.03/2)
SA2232 NT¢ NT NT NT IND | IND | IND | SYN
(0.06/
32)
PSAR461 IND IND IND IND IND | IND | ANT | IND

-37-



10

15

20

25

30

WO 2014/152326 PCT/US2014/027214

CEM-101/Tobramycin CEM-101/Amikacin
PSAR468 IND IND IND IND IND | IND | IND | IND
BCEP953 IND IND ANT’ IND IND | IND | ANT | IND
BCEP954 IND IND IND IND IND | IND | IND | IND

* time-point (hours)
®IND- indifference; SYN-synergy; ANT-antagonism
“ NT; not tested (MIC >512 pg/mL)

Briefly, synergy was found with CEM-101/tobramycin at (0.03/2) concentration
at 24 h for one MRSA strain and at 0.06/32 pg/mL for CEM-101/amikacin at 24h for the
second MRSA strain. All other time points and combinations were indifferent for the 2 MRSA
strains. One strain of MRSA was not tested with tobramycin in combination because of its very
high MIC (>512 pg/mL). One of the 2 P. aeruginosa strains showed antagonism at 12 h with
the CEM-101/amikacin combination (16/4 ng/mL). All other time points and combinations
were indifferent with the 2 P. aeruginosa strains. One B. cepacia strain was antagonistic at 12
h with the CEM-101/tobramycin and CEM-101/amikacin combinations (2/64 and 2/256 ng/mL,
respectively). The 2 B. cepacia strains were indifferent at all other time points and drug
combinations.

No correlation between pigment and any MRSA results was found. When both
mucoid P. aeruginosa strains were subcultured for a few days, viscosity disappeared but
reappeared when they were re-exposed to all combinations. CEM-101 showed low MICs
against approximately Y2 of MRSA strains tested. Synergy was not found in the Gram negative
rods tested. For MRSA, clinically achievable synergy was observed with strain SA 2230, with
CEM-101 combined with tobramycin. Synergy against MRSA SA 2230 is shown in FIG. 1.

EXAMPLE. Intrapulmonary Penetration of CEM-101 in Healthy Adult
Subjects. CEM-101 is evaluated for the treatment of patients with community-acquired
bacterial pneumonia. The penetration of CEM-101 into the epithelial lining fluid (ELF) and
alveolar macrophages (AM) is assessed in a Phase 1 clinical study.

Methods: 30 subjects received 400 mg of CEM-101 orally daily for 5 days. On
Day 5, each subject underwent a single bronchoscopy and bronchoalveolar lavage at 1 of 5 time
points (3, 6, 9, 12 or 24 h post-dose) to obtain ELF and AM samples (6 subjects/time point).
Plasma samples were collected pre-dose on Days 1 to 5 and serially post-dose on Day 5 and 6.
The samples collected were assayed for CEM-101 using LC/MS/MS. Urea in the plasma and
ELF was used to correct the ELF CEM-101 concentrations. Noncompartmental
pharmacokinetic (PK) analysis using the median concentrations at each time point was used to

calculate Day 5 AUCO- 24. In addition, a population PK model (PPM) was used to determine
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Day 5 AUCO0-24 for each subject in plasma and ELF. Intrapulmonary penetration of CEM-101
into the ELF and AM was determined by dividing the Day 5 AUCO0-24 of each matrix by the
Day 5 plasma AUCO0-24.

Results: CEM-101 penetrated well into ELF and AM. CEM-101 achieved higher
exposures in ELF (>8 times) and AM (>180 times) compared to plasma concentrations during
the 24 hour period after drug administration in healthy adults. CEM-101 provides a good
intrapulmonary penetration profile for the treatment of bacterial pathogens associated with
lower respiratory tract infections.

EXAMPLE. Pharmacokinetic-Pharmacodynamic (PK-PD) Analysis of CEM-
101 Against Streptococcus pneumoniae Using Data from a Murine-Lung Infection Model.
Using a murine-lung infection model, epithelial lining fluid (ELF) and plasma PK-PD measures
most closely associated with CEM-101 efficacy against S. pneumoniae and targets based on
PK-PD relationships for such indices were identified.

Methods: CEM-101 PK data were obtained from healthy mice administered
single CEM-101 doses ranging from 0.625 to 40 mg/kg. Plasma and ELF were collected over
24 h (3 mice/time point) and assayed for CEM-101. Urea in plasma and ELF was used to
correct ELF concentrations. Neutropenic mice infected with 108 CFU of 1 of 5 S. prneumoniae
isolates via inhalation were administered daily CEM-101 doses (0.156 to 160 mg/kg) via oral
gavage. Dose-fractionation was performed for 1 isolate; CEM-101 was administered to the
other 4 isolates as a Q6h or Q12h regimen. PK and PK-PD were evaluated using S-ADAPT
1.56.

Results: A 3-compartment model with a parallel first-order and capacity-limited
clearance and a capacity-limited first pass effect with fitted lag-times best described the plasma
and ELF data (12 = 0.98 and 0.83 for observed vs fitted concentrations, respectively). ELF to
total- and free-drug (f) plasma (based on protein binding of 91.8% in mice) AUCO0-24 ratios
were 0.22 and 2.7, respectively. ELF and f plasma AUCO0-24:MIC ratios were most predictive
of efficacy (12 = 0.85 for ELF and f plasma). ELF and f plasma AUCO0-24:MIC ratios associated
with net bacterial stasis and a 1- and 2-log10 CFU reduction from baseline were 1.26 and 1.65,
15.1 and 6.31, and 59.8 and 12.8, respectively. AUCO0-24:MIC ratio was the PK-PD index most
predictive of efficacy for CEM-101. PK-PD targets based on these relationships will inform
dose selection for future clinical studies.

EXAMPLE. Compounds described herein exhibit potent anti-inflammatory
activity.

Cells. The human monocytic cell line U937 was obtained from the American

Type Culture Collection (ATCC, Rockville, MD). PBMCs from COPD patients were obtained
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from Brompton hospital and separated by AccuSPIN (Sigma—Aldrich). Cells were cultured in
complete growth medium (RPMI 1640) (Sigma—Aldrich) supplemented with 10% fetal bovine
serum (FBS) and 1% L-glutamine at 37°C in a humidified atmosphere with 5% CQO,. U937 cells
were differentiated into adherent macrophage-like morphology by exposure to PMA (50
ng/mL) for 48 hrs in complete growth medium. Cell viability was assessed microscopically by
trypan blue staining. Cell toxicity was determined by MTT assay as needed. This study was
approved by the ethics committee of the Royal Brompton Hospitals, and all subjects gave
written informed consent.

Cell Lysis. Whole cell extracts were prepared as previously described
(Kobayashi et al., 2011). Briefly, cell protein extracts were prepared using modified RIPA
buffer (50 mM Tris HCI pH 7.4, 0.5% NP-40, 0.25% Na-deoxycholate, 150 mM NaCl with
freshly added complete protease inhibitor cocktail (Roche, Mannheim, Germany)). Protein
concentration was determined using the BCA Protein Assay (Thermo Fisher Scientific,
Waltham, MA).

Cytokine ELISA. TNFo and IL-8 concentrations in the supernatant of cell
cultures were determined by sandwich ELISA according to the manufacturer's instructions
(R&D Systems Europe, Abingdon, UK).

Zymography. MMP9 enzyme activity was measured by gelatin zymography.
Cell culture supernatants were diluted with equal amount of Laemli sample buffer (Bio-Rad,
Hertfordshire, UK) and loaded on a Novex® 10 % Zymogram (Gelatin) gel (Invitrogen Ltd,
Paisley, UK). After electrophoresis, gels were incubated and rinsed with Novex® zymogram
renaturing buffer (Invitrogen) for 30 min at room temperature. The gels were then rinsed in
Novex® zymogram developing buffer (Invitrogen) for 30 min at room temperature prior to
overnight incubation in the developing buffer at 37 °C. After incubation, the gels were stained
using a Colloidal Blue Staining Kit (Invitrogen) to visualize the zymogen bands.

NF-kB activity. The activation of NF-xkB (p65 binding activity to NF-xB
binding sequence) was determined using a TransAM NF-xB p65 Assay kit (Active Motif, Inc.,
Carlsbad, CA) according to the manufacturer's instruction. Whole cell extracts were prepared
from PMA-differentiated U937 cells, and 20 UL of each extract was used for this study. Results
were determined by measuring the spectrophotometric absorbance at 450 nm with a reference
wavelength of 655 nm.

Statistical analysis. The results were expressed as the mean £ SEM.
Comparisons of data in two groups were performed using the Student’s ¢ test or the Wilcoxon

signed rank test. Multiple comparisons were made by one-way ANOVA with post hoc test
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(Dunnett’s) as appropriate. The difference was considered significant at p < 0.05. ICsy values
(50% inhibitory concentration) for macrolides for production of cytokines or MMP9 were
calculated using Prism 4.0 (GraphPad Software Inc., San Diego, CA).

Anti-inflammatory effects of CEM-101 in U937 cells. LPS significantly
increased TNFq and IL-8 production in PMA-differentiated U937 cells (TNFa, 63.1 + 2.6 fold
in LPS vs. non-stimulated; and CXCLS, 2.0 + 0.1 fold in LPS vs. non-stimulated cells, n=3).
CEM-101 significantly inhibited both TNFo and CXCLS8 at 100 uM (FIGS 3 and 4). Although
clarithromycin showed modest effects on both TNFo and IL-8 production at a higher
concentration (333 uUM), erythromycin and azithromycin did not inhibit them. Telithromycin at
100 uM did not inhibit production of TNFo and CXCLS. The ICs values for CEM-101 on
TNFa and CXCLS release were 41.6 £ 1.9 uM and 78.2 £ 9.5 uM, respectively, and were
superior to those for clarithromycin (ICsp, 426.3 + 63.9 uM for TNFa and 506.5 + 44.0 uM for
CXCLS) (Table 9).

The effects of macrolides on MMPO activity was also investigated, which were
clearly elevated by PMA stimulation in U937 cells (9.9 = 2.0 fold in PMA vs. non-stimulation,
n=3). CEM-101 remarkably reduced MMPO activity, with an ICs, of 14.9 £ 3.1 uM (FIG. 2 and
Table 9). In contrast, clarithromycin and azithromycin showed 10-fold lower inhibitory effects
than CEM-101 whereas erythromycin showed no effect (FIG. 2 and Table 9). Telithromycin
also inhibited MMP9 activity, although to lesser extent than CEM-101, with an ICsj of 97.9
UM.

Table 9. Effect of macrolides on inhibition of LPS-induced IL-8 and TNF« release, and PMA-
induced MMPO activation in U937 cells.

ICso (UM)
Solithro-  Erythro-  Clarithro-  Azithro-  Telithro-
mycin mycin mycin mycin mycin
LPS-induce IL-8 release NE at NE at NE at
782 33uM 000 333uM 100uM
LPS-induced TNFo NE at NE at NE at
release 41.6 333uM 426.3 333uM 100puM
PMA-induced MMP9 NE at
activation 14.9 333uM 118.0 212.1 97.9

NE: no effect
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WHAT IS CLAIMED IS:
1. A method for treating a pulmonary or endobronchial disease in a host
animal, the method comprising the step of administering to the host animal a therapeutically

effective amount of one or more compounds of the formula

N
T
/

or pharmaceutically acceptable salts thereof, wherein:
X is H; and Y is OR7; where R; is a monosaccharide or disaccharide, or a
derivative thereof; or X and Y are taken together with the attached carbon to form carbonyl;
Z.is a monosaccharide or disaccharide, or a derivative thereof;
10 V is C(0O), or C(=NRy;), wherein Ry, is hydroxy or alkoxy;
Wis H, F, Cl, Br, I, or OH;
A is CH,, C(0O), C(O)0O, C(O)NH, S(0O),, S(O),NH, or C(O)NHS(O)»;
B is (CH»), where n is an integer in the range from 0 to about 10, or B is C»-Cyo
alkenyl or alkynyl; and
15 C is cycloalkyl, cycloheteroalkyl, aryl, arylalkyl, heteroaryl, or heteroarylalkyl,
each of which is optionally substituted;
where the compound is administered by inhalation to the endobronchial space of
the patient.
2. A composition for administration by inhalation, the composition

20  comprising one or more compounds of the formula

_42 -



10

15

20

25

WO 2014/152326 PCT/US2014/027214

or pharmaceutically acceptable salts thereof, wherein:

X is H; and Y is OR7; where R7 is a monosaccharide or disaccharide, or a
derivative thereof; or X and Y are taken together with the attached carbon to form carbonyl;

Z.is a monosaccharide or disaccharide, or a derivative thereof;

V is C(O), or C(=NRy;), wherein Ry, is hydroxy or alkoxy;

Wis H, F, Cl, Br, I, or OH;

A is CH,, C(0O), C(O)0O, C(O)NH, S(O),, S(O).NH, or C(O)NHS(O)a;

B is (CH»), where n is an integer in the range from 0 to about 10, or B is C»-Cyo
alkenyl or alkynyl; and

C is cycloalkyl, cycloheteroalkyl, aryl, arylalkyl, heteroaryl, or heteroarylalkyl,
each of which is optionally substituted.

3. The composition of claim 2 wherein the composition is a solution
adapted for aerosolization and inhalation by the host animal.

4. A unit dose of a therapeutically effective amount of the compound or
composition of claim 2, the unit dose comprising a predetermined amount of the compound
adapted for administering by inhalation.

5. A kit for treating a pulmonary or endobronchial disease in a host animal,
the kit comprising a solid unit dose of a therapeutically effective amount of the compound or
composition of any one of the preceding claims, and a separate diluent, and instructions for use,
including an instruction for reconstituting the solid unit dose using the diluent to prepare a
liquid composition capable of being inhaled by the host animal.

6. The kit of claim 4 further comprising a container.

7. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein X and Y are taken together with the attached carbon to form carbonyl.

8. The method, composition, unit dose, or kit of any one of claims 1 to 6

wherein Z is a monosaccharide.
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9. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein Z is desosamine or a derivative thereof.
10. The method, composition, unit dose, or kit of any one of claims 1 to 6

wherein Z is desosamine.

11. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein V is C(O).

12. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein W is H or F.

13. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein A is CHa.

14. The method, composition, unit dose, or kit of any one of claims 1 to 6

wherein B is (CH,),.

15. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein n is an integer from 2 to 4

16. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein n is 3.

17. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein C is aryl, arylalkyl, heteroaryl, or heteroarylalkyl, each of which is optionally
substituted.

18. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein C is aryl or heteroarylalkyl, each of which is optionally substituted.

19. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein C is substituted aryl.

20. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein C is aminophenyl.

21. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein C is 3-aminophenyl.

22. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein the compound is solithromycin, or a pharmaceutically acceptable salt thereof

23. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein the administration is performed using a nebulizer, and the composition or unit dose is
capable of producing a aerosol particle with an MMAD predominantly in the range from about
1 to about 5 pm.

24, The method, composition, unit dose, or kit of any one of claims 1 to 6

wherein the host animal is immunocompromised.
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25. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein the disease includes cystic fibrosis.

26. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein the disease is caused by one or more strains of Pseudomonas aeruginosa, mucoid
Pseudomonas aeruginosa, Burkholderia cepacia, Staphylococcus aureus , including MRSA, or a
combination thereof.

27. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein the disease is caused by one or more CF strains of Pseudomonas aeruginosa, mucoid
Pseudomonas aeruginosa, Burkholderia cepacia, S. aureus , including MRSA, or a combination
thereof.

28. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein the disease is caused by one or more clarithromycin resistant bacteria.

29. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein the disease is caused by inflammation.

30. The method, composition, unit dose, or kit of any one of claims 1 to 6
further comprising the step of administering a therapeutically effective amount of an
aminoglycoside.

31. The method, composition, unit dose, or kit of any one of claims 1 to 6
wherein the compound is administered at a dose lower than that capable of antagonizing or
significantly antagonizing the efficacy of the aminoglycoside.

32. The method, composition, unit dose, or kit of any one of claims 1 to 6
further comprising the step of administering a therapeutically effective amount of a
fluoroquinolone antibiotic.

33. The method, composition, unit dose, or kit of any one of claims 1 to 6

further comprising the step of administering a therapeutically effective amount of aztreonam.
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[0001]  AHSCHIIERIZE X 51 H
[0002]  AHRIEMHE 35U.S. C. § 119(e) ERT 2013 4F 3 A 14 HIAZ WL E IGES g5
61/781, 197 FIBLEE AL SR, Hdd e 51 F AR I ANA S

F AR SulE

[0003]  ASCHEARRIA K B 697 W e , L FE B AR Ak o AR SCHEA I A K B ik
P I R ER N BRI AR 25 RN i1l 771

[0004] 5 AR BAMEAR

[0005] AN B IERGLINGIT — B2 AW R M E 2255 377 1Al % B BT U = AN E iz
PEIMR IR LAFAE, I, 75 L2507 I NGE KL S8 20650 a7 TiEAe T J1 % . ok, 4
BUR PR S AEAE T Z P A 23, IF HAEVF 215 00, X B 2] SO0 T i DI 77 i 1 7 2 3k
filo BTN, 75 BN IR RS A B IR (AR S RIS IR S AU R ) TR T .
[0006]  FZ A ZEABREUSA A TIRIT A/ BCHRE S A P i A S R im0 78
ar IR T . T, DA R F IS AE 5 2 RIR D, Rk B g
HIML 2R E 2 12% (Rev. Infect. Dis., 3:67(1981)) . H4h, D&MRIE, BT & EFE
PAS A BH S AR A8, SR AR B I L B B R A W)TE . (Advances in Pediatric
Infections Diseases, 8:53(1993)) . #ib A 52 LM IS L5 4 R 8 R 82 L1 DNA
HRIE, 1 S0 RAT G P, 5 2R 5 rh U Bl SIS 10 IR B G 0 2 xS 5 A4 G i 4
R ¥ Jg 4T 5 (Pseudomonas aeruginosa) 73 1 #k ) B /NI B W 19 20 10 % (J. Infect.
Dis., 148:1069(1983)) .

[0007] & D HGE, FMEA 4L (CF) a7 e il IR AE, 3 /& — Fh DA 2 231 98 i
AT PERL IR R AR 595 WL IR0 »  CF R85 v I 16 52 55 15 ] T o T 0 9 Je 8 I A 1
(H. influenzae) « &2t % PR E (Staphylococcus aureaus) Fl4H &R B AT E ZE 5] K
18 M S AU IR P AR IR Y BARAE OG o JLF T A CF BN B 4 0 T P I 5 v
[0008]  FH T-H:Lbdu A 22 WU R AR AME IS 3 B9 DAAESR TRk BRI IR E, i ARG 22
mAE R B MR o T IS & A s e IR, XA E T RN T s w5
(AR EFMEAE B ) MRS . J K VST IE P R 3G I 8 1Ry, O B 7R EE PRy,
XTI TV IT AR IF HAT A5 2 5 T AR ) AR o REER MR 12, 7E IS IR, B m] R
F BT EANTE B 0 AR s gl S8 R PR S0 <8 vp, JF HL4id n] g8 £ B
KATEPEIE . CEHRIE 5 i W AN HAR S 08 A A2 Tl o) 8 2R I, P i o 1 2
FIARK, FECE m A Re ™ e

[0009] A58 Z W N PRVE VRS 24 AT ME— 28 U HE A TR CF B3 4B IR R 5
FiER. CEMIEUARFENH ZMERE S TIBERE ST (B2, EIRIEKIHT
5 Z 3 A Z DS S BOR MAF BE E AR A 2% . R, 75 B RANFEIRIGYT , A5 097 CF
B R IR G S FE R =R
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it — R B 2 PP ARSI R IR N BRSE D R . RIF RS ] LdE S 2 fudgs i, B 46 1H
ASBRT DR B B A0 RN S0t & 12 . ANSZERB LR, AR SCHE AR ST IR RIR R BESE 11
SEA M E /D R T e A CBAE DR AT B A ) Ja T ER s 2 A
YA o 38 PR BRI, A YA 75 LT RN it LB S8 I 7T

[0012] 3 RINA SCHTIA RIR W ERSE AT H T¥R 97 A/ BB 2 PR 0 o i 0 S
PI, B a0 FH A0 B 5| BN R 2, A B AR R T CF B VB S U8 RS E
ok SR BT . A R IA S Bk R FE A B S B A s R 1, PRt RT T
1RIT 2 PPN S AR B 0 CF R I 2E 543

[0013] & V& R I A SCHTIA R IR P B ] DL oA f AR 25 an S 2L 7 28 L v v B 25 L &
it pg WA = SRR A, IF HOX e 35t A B AR R T AR IR, AR 3C
G BB Z AN R 8T P BE 2 H T RIS BRSEI — A B 2 MR — DX R R PT R
FET, B& KIAE L N ORI W ERSE ARSIt i A R a0 @ikl A T HoAd 40 B 700 G 2
HEREERIUE RGN A NIRRT R AE T, R EE A E R e oAt 3k &R
W M I E RS TERA P EFER .

[0014] 3L C & R INAS ST Pirak KER N R SE ] TR 97 2 /038 20 b B DL 4 T 51 A 1)
% : KW AP (Escherichia coli) AT E ¥ (Enterobacteria species) . ¥t 55 10 K
K H (Klebsiella pneumoniae) =g 7 8514 G (K. oxytoca) . & B AT (Proteus
mirabilis) . 4 &% 5 B8 MO AT B8 . K6 i v0 35 KB (Serratia marcescens) . ¥ /8% W8 IfiL A1
(Haemophilus influenzae) . V¢ & 17 75 £ /K 8 (K B (Burkholderia cepacia). Fg 3% #f
¥ 55 5% B 7 B (Stenotrophomonas maltophilia). A ¥E 48 46 7= B #F B (Alcaligenes
xylosoxidans) « % B 24 P80 SR AR HOAT B8 o % SR PR N BB Sm] DL R e B B 5 Hopth A
RUWE IR FIE SIS 2 R RS EH .

[0015] A SCHER TALAW AW Hl5R) 6l 2 250 1 &, DA T-iR 7 I 08 g
MR AR A 440 (CF), 2 S 5B EE A MAC) A2 HATE
(Mycobacterium hominus, MAH) 5|42 H)59, 245 E HIV. AIDS FiI / 8% ATDS AH IS8R
YUy 3 DL A o R e DR IC T AR T . AZEIRIAW, A SCHERIT
PR N CF 277 2 /03043 o 2 |1 T P i AL S W O BB A RS TR AL 5 o

[0016] B IEITRTIE

[0017]1 & | REHPIA S Z AT E R I A CEM-101 B9 R] SEI7K-F LS 2] 1 %51 MRSA SA
2230 IErEAERT

[0018] [ 2 7Rt T 2Bl KIR N BESE S PMA 55745 MMPO [RIS2MA . K FA A BES%T U937 4
M A B 12— RS 5E PR 13- BE R ER (PMA) 55 19 MMPO B07% I 520 . A CEM-101 (10 &
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100w BRAHF R AN ERTAFERBEMER (33 2 333 uM) FAAEMM 1 K, R
Ji FH PMA (50ng/mL) 138 48 /NiF o 48 /NG, W AR v A TR iE . ad ik B R g 12
& MWMP9 BVETE . B A TARER R o (HR/R Y CEM-101 (PUASL58 DL R AL R i hi 5
. A ERMRENEES AN =L KEE £SEM. #p<0. 01 (A EL T RANFEXRE ) ,
*p<0. 05, **kp<0. 019 (FHEL T H PMA &b ) .

[0019] K37 T 2 KIR N BERZEXT LPS 75 572 A48 TNF o [FIR2I o KPR A BRSO PMA 434k
(1) U937 i IR 2 4 (LPS) 1530 INF a Bz, A CEM-101 (10 & 100 uM) BR4L%EE
H RN BER A EEMENEE (33 % 3330l FAIELIM 1 /N, 285 F LPS (100ng/
mL) S 4 /B JE I ELTSA $FAl LPS 95 5 19 TNF a Bl (ERIR N = AL 1P ME
+SEM. “p<0. 01 (AHEL T RACFEGFHE ), 5p<0. 05, *%p<0. 01 ( AH LT LPS 4bFE ) o
[0020] K47 T 2RI ERSENT LPS 75 T 774 TL-8 HIRSMT . KPR BE ST PMA 4346 1)
U937 4iffarh HE 2 M (LPS) 5 5/ CXCL8 BRI i . F CEM-101 (10 2 100 M) B %
BRI EEMENEER (33 £ 333uM FALFEAM 1 /N, 285 A LPS (100ng/mL)
FJE 4 /N o Tk ELTSA PEAS LPS 5 531 CXCL8 Bl . (AR A=A 1 FIME £ SEM.
#p<0. 01 (M EL T RALIEATRE ), #p<0. 05, #kp<0. 01 (FH LTI LPS 4b2E ) .

[0021]  KEHFEA

[0022]  FE—ANSLHE T &, AW LAY SRR 5 15 ARE —Fh B 2 P SOl KR
Be2, 785 —ASEiE 7 B, WA HA AR FE T D IREEH . 785 — NSEiE 7 EH,
WA HEWAIHFE T B B M . 765 — ST B, A H-E Al bE T
NGB o« 785 —ANS2iE T b, AR DO REEH » 785 — AN R, %07k
BFEN BN . 155 — DT B A AR NG .

[0023]  ARSCH T EORMH A I, & =M B P RS AE 3R A L RARATAE Y 0 CEM-101 ATAH G
B A R 28 700 3 BRI RGBT CFo e S, AR SO IR & = e R N B 34 2 M
HRARRT B BB YT CF BN A 985 J5 1 »

[0024]  ZARSCIERIN,, AR SRR AL A 1) RIS 2 A5 A il 47 A ) 19, 2 30 H s Y R RS o 12k o
[0025] 75— AN o, A SCHEER T R TR T A FE 40 A JORE J5 i & 19 CF 194k
G HAEMR T

[0026] DA ZZ8 (AR R il 1 50 B i3 — D23 B 7 AR SCRER B AR B -

[0027] 1. —FPHTRYT1E 30 IR B AU Bim I 7125, Bk 77 A 1m Frid 1g
IR TT B E N — P B PN A B L 255 Dl 2 ik b 3R

[0028]
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[0029]  Hrp .

[0030] X2 H:3FH Y& OR; Hrh R 2 BB B —HEBCE HATAY) (B X MY 5PriEs
ﬁ?ﬁ#@ﬁﬁﬁlﬁﬁ% H

[0031] 7 ;& HpplEl e HATAY)

[0032] V& C(0) B C( = NR,)), Hetp R, e Fadb Biibe el 2t

[0033] W #& H.F.Cl.Br. I OH;

[0034] A #& CH,. C(0) . C(0)0. C(0)NH, S(0),- S (0),NH B C(0)NHS (0) ,3

[0035] B & (CHy),, HHn & 0 %) 10 BEEEL, B B & C,—C, JA B s3F H

[0036]  C 2 Rffiadi. BRAebmdit 75 2\ 5 e e ok L J o JL Bl R o5 A e i, L 45 1 A e b g X
A

[0037]  Hirp ik Ak &40 ia st W N it FH 21 ik B3 IR S8 I ]

[0038] 2. FH-TId W NGt FHIZH G4, Bk 20604 & —Fh e 2 F T R & e 24
5 bRz

[0039]

[0040]  H.r .
[0041] X2 H;JFH Y A& OR;s Hor R & BRI B —HEECE HATAEY s803E X MY 5 Frd s
ﬁﬁ#@ﬂ%ﬁkﬁ%% H
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[0042] 7 & EpAE e HATAEY

[0043] V& C(0) B C( = NR,)), Hetfr R, e Fadb Biibe e 2t

[0044] W& H.F.Cl.Br.IB{ OH;

[0045] A /& CH,. C(0) . C(0)0. C(0)NH. S(0),. S (0) ,NH B, C(0)NHS (0) 53

[0046] B & (CHp),, HH n J& 0 4y 10 [FJEEL, B3 B A& C,—C M i B L sIF H

[0047]  C /@Rl IR bedit |, 75 ik O BLlGe ik | 2 05 SRR 75 A be Ak, L 9% 1 30k i g B
o

[0048] 3. VRIT A ENIMIEINE 2 Frid i1k &P E A A9 09 5 A7 8, BTk 4 7 34,
B TUE S B T RN I BTt 54

[0049] 4. —FhH T¥697 16 T30 MBS AUE Bm R &, P alon) & & 9897
AR RS AT I W AT — TR IR 4 & B S 40 1 [ A4 B A 7R 8L, DA B g 8 8 R B
T B N 25 AL TR 2 i 00 ELAE 11 P8 Tt A e i e 08 1) O 3 AR i B == 1 25 Ak s, DAL
fEFHULEH TS . NIRME S, BT [l 44 s A7 771 24 m] DLER A IR 2R BT E R = RN B it F
[0050] 5. —FH T¥697 15 T 3h 4 i BV B R &, Pl n) & & 9897
AR RS AT I AT —TURTIR 46 & VB &0 [ A B A7 7R L, DA B g 8 8 9 B
BC B NS AT IR 25150 37 HAE B P 5 R 18 ) & s 1 25 A0 2%, LAAAT FH Ui B A
L FR AR A2, I [T 4 B A7 751 28 ] DAAE EH R W N 2R B & 77 E 28Tt FH

[0051] 6. —FiH T¥697 15 T3040 i BRS=UE Bm IR &, Pl n) & & 9897
AR ARIERTAR I E AT — TR IR 46 & VB & P 0 [ 44 SR A7 7R 8L, DA R o3 FF O
75 CAR AT P U B 15, B a4 FH i B P A5 P T4 P BT 3 0 8 ) ) T o [k B 7 7] 28 A
il % B8 4 BT IR i IR N IR LA R U

[0052] 7. ARFEHTARLT B AT — TR 0 &, HES RS,

[0053] 8. MRILEHTAL B AT — AR 1 5k AW A I B0 &, o prid &
V& T T iR TG RN T8

[0054] 9. MRYFHTA LT B AT — WA 5% A9 A IR B0 ) &, b prid &
Vi T 40 FF HAk Frid 18 = 3R RV

[0055]  10. #RIEATIAITAE PAT—TATR R 777k AW B 77 B B0k ) 6, P asistl
AW CLERAS DL R R B, BN AE b R AR (BLF) I« A 223 S B e e & b U & 1)
/071 20g/mL B4 4ug/mL F /02 80 g/mL BLE /D) 16 1 g. mL,

[0056]  11. #RAERTATEH AT —THTIA 7k A e AR R BGRR &, P XY 5
B i 2 i — e T R R 22

[0057]  12. MREHIIATH PAE— TR TE A AW AL B &, b Z 23
o

[0058]  13. MR HIIAILH PAE—TPTIR A H A AL BOGR &, b 7 218

PR BT .

[0059]  14. R HIIAIH PAE—THTIR BTE A A AL BOGR &, b 7 218
R o

[0060]  15. RAEHTIATE P E— TR IA K 7 vk @AW A R R sl 7 &, Hodp v
C(0) o
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[0061]  16. FRAERTAR I E P £ — TR 1777 1A S 7 B B0 &, Forh W2 HER
F.

[0062]  17. HR4EFTATE FAE—TFTIA 77 A s R salR &, b w2 B
[0063]  18. AR & HIA T B AT — IRk (19 7 v A A7 R B B ) &, o A 2
CH, .

[0064]  19. AR & §I A 50 B AT — TR (1) 7 v A A7 R B B R &, o B
(CH,) .

[0065]  20. R4 FTATE FAE TR 7% A R R R EGRF &, P n &2 8
4 B

[0066]  21. HRAEFTATE FE—TETIA R 7 AW sppr ) M 0 &, 2k n 2 3.
[0067]  22. ARIEAIA T B AT — TR 7% A AW AR R Gl A &, b ¢ &%
S5 REGTHL  JR TS BB R O b, HLS BT AR

[0068]  23. ARIERIA T B AT — TR 077k AW AR R sl A &, Hop ¢ &%
N B G N T e Y e IR S Py N E A

[0069]  24. FRPERTIAT B P AE— Tk 1977 7% A S R B B0l &, o ¢ 25
SEB AR T AT, LA AT A HUAR

[0070]  25. RPERTIAT B P AT — Tk 1977 7% A9 S R B B0l ) &, o ¢ 24T
T A BUARC 1) 5 R B BAR I 05 2

[0071]  26. WRIERTIATE P E—TUHTER 17 7% AP A R B B0 &, o ¢ 2R
=

[0072]  27. ARHEETIR I E F AT — ST IR 1 77 v A1 BB A7 77 B Bt ) &, o ©

RE =

[0073]  28. MRHEHTIAT E PAT— BT IA B 77 7% 1AW S B B0 &, Serh ridtb
HGWRRENFER (solithromycin) B H 2 ERHEZ ISR KAV EFIEY BURTZ .
[0074]  29. FRHEHTIAT E PAT— BUHT IR B 77 7% H AW S 7 B B0 &, Herh itk
AR RMF R L% L.

[0075]  30. #RIERTIATAEH PAT—TATR R 77k AW B ) R B0 5 6, SR Brid Ak
HRENER.

[0076]  31. *EBEHUJ@F?EEPE TR 0 77 2t A w7 A sl ) 6, L B i it
FAE FH AL 23347, I B TR A s o7 SR BB 06 7= A5 MMAD SH2 1 24 5 um [ 55
IR o

[0077]  32. #RIEATIATE FAL—THTIA I 77k H AW SpAL 57 B0 &, OB 45 i
RVRTT A SE N Z SRR D

[0078]  33. #RIEHTIATHE FAL—THTIA I 7k H AW S 57 B B &, e Bk &
T RIE A HZAER PR R E LA G,

[0079]  34. RIERTIATLE "PAT— TRk 197775 A9 5 r 7 Y Bl &, b MR T
FEPBUR R PUIR 2 A RSO IR E e TR 54 .

[0080]  35. ARFEHTIATH EH AT —TIHTIA I 77k AW SrAL 7 BT &, R 45 i
67 A R M RIE IR A R DR
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[0081]  36. M HTIR I E HAE—TPrd B9 T7 7% A1 B ) A R &, b i R
VAR A LRV 2

[o082]  37. MR HTIRIAE hAE— TP B9 7572 A SR r ) A Bl ) &, S AL HE i
VRIS E 2 e 2 3R

[0083]  38. RIEHETIALLE P AL —TUFTd (97775 4 A4 A 1) 28 Bt ), v i 7
o CFERFIRALAE G 2 (VAP) E= B RIS PRI 28 (HAP) 1 X SRAF R A0 B 14 i ¢ (CABP) BY(JH:
HE,

[0084]  39. MAHEHTIR I E A — TP i) 77 7% A6 SR ) 2 B ) &, b Pk
3o B0, 7 T Pk A A I e« L 2 P i 9 a2k L 2 A O M A P SRR A8 IR A 2 i
I AU R R AT Gk R M A B Ia B AT L B 82 i A8 | ) B B LA A .

[0085]  40. MRAEFIATH H S AF—THTIR B 755 H A 507 770 3L B0 &, e b Bk e
AR E AL

[0086]  41. MG ETIRIAE HAE—TPIA R T7 7% A AW B ) 8 R &, b ik

F B2 R IE DIREAC N .

[0087]  41. MEHEHTIRIAE HAE— TP B9 7772 A1 S ) 2 B ) &, b i
T3 A 2 /0 B i 2 =2 IR PR BRI A Y 9 B A MR B J& (Pseudomonas  spp. ) W 2 2
A R B (Stenotrophomonas maltophilia) . v Z 0 5i & /R 4 K (Burkholderia
cepacia) . EK M B HE (Aeromonas hydrophilia) K AFE (Escherichia coli) .
A EEAE (Citrobacter freundii) ¥ TIKE)E (Salmonella spp.) . S KHEE
(Shigella spp.) A E JE (Enterobacter spp.). b 55 0 KHE & (Klebsiella spp. ).
Wi vb K (Serratia marcescens) . £ 47 35 B 7S i B (Francisella tularensis).
FE G EE MY IR E (Morganella morganii) . A% JE #1 B J& (Proteus spp.). %' 485 B 5§
J& (Providencia spp.) . AN E JE (Acinetobacter spp. )./ 45 g % BE /R #&F K
(Yersinia enterocolitica)  HR/RARIKEJE (Yersinia spp.) fHE4F KB (Bordetella
spp. ) « W& Il A1 B J& (Haemophilus spp.) B  J& (Pasteurella spp. ) Kl & A7 2%
WK B (Branhamella catarrhalis). @4 [ 192 4T B (Helicobacter pylori). 2 fl #F
J& (Campylobacter spp.). & %8 jiE€ /& J& Borrelia spp.). W& Jifi & [#] & (Legionella
pneumophila) . B8 4% 40 ity 38 4 2= B4R (G (Listeria monocytogenes) . Wi 4 2 IR H
(Neisseria gonorrhoeae). i i 28 45 B [K H (Neisseria meningitidis). & K H &
(Kingella) . 547 [CHE JE Moraxella) P& INEEAN G (Gardnerella Vaglnahs) AT E
J& (Bacteroides spp.) &,

[ooss]  42. WRIEFTA TN EH £ — TFT A B J7 % A A7) B B0 R &, oo
R g 2 /P s 22 IR BH VR TR AR AT T J& (Corynebacterium spp. ) < 8 3R &
(Streptococcus spp. ) BB ERE B (Enterococcus spp. ). 5 & BKE J& (Staphylococcus
spp. ) ZE5IHEH.

[0089]  43. MR HTIARIAE AL — TPk K975 72 A S ) 2 Bl ) &, b i
e /DA = R PE A AR T & (Clostridium spp.) FIHERT.

[0090]  44. MR BTIA I H AL — TR 5%k A A Y AR B EGAR &, o g
P 2 /0 B F AR 41 T AN S5 AT T (Mycobacterium tuberculosis) < %73 SCRHE
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(Mycobacterium avium) e N H AT E (Mycobacterium intracellulare) FlRER 7 F AT
(Mycobacterium leprae) 5|# .

[0091]  45. RIEHIA T B - —TFTIA W 775 AW B 7 2 B0 &, b Bk e
T A 220 40 = S R 248 T i 78 AR TR AR A i 98 S SR AR 5| AT o

[0092]  46. WR¥EATIA T B P AT — T Bk 19 7532 A A s ) 2 s ) &, b BTk
P A& 2 /0 T 3 M Eh AR AR B AT B ORG VRORE B S B MU AT T (mucoid Pseudomonas
aeruginosa) «VEZUA v B /R [QH L &8 (A &) BR 1 (Staphylococcus aureus) 345 MRSA
S A B —FhECZ PR PR TR o

[0093]  47. WRIEHIA I B A= —THT IR W75 A8 5 77 24 B0 &, b Brids 7k
9o 22 /0 505 -t 0] Al P AT T R VRURE A A B AT T L A b R IR L e A
PR AR MRSA S HAH A 1) —FhERZ Bl CF TR IR

[0094]  48. WRIEHIA TN B - —TAT IR W 775 A58 B 77 2 B0 &, e wh Bk
TR S A 5 AT R A SR R T R BH AR 1T

[0095]  49. WRIEHIA TN B HA-—THT IR W 775 A8 B 77 2 800 &, b Bk 7k
T A 2 /D040t P 4 10 4 2R T LR 7 S8 MR T PR ORH TR 25 P T PR 40 MRSA - IR I 2 FE A 1 B
HAGK—MEZ P EERG R .

[0096]  50. RIEHTA I B HAT-—THT IR W 775 A8 B 77 2 B0 &, Horb Bk e
e 2 /D E L MRSA 19— FhE 2 PHEE R B

[0097]  51. WRIEHIA T B HAE—TFT IR W 75 AW B 77 2 B0 &, b Bk e
T2 22 /D40 M R v B 2R U T 4 TR AL 2 i 24 MR B A T 24 PR B A A 1 — e 2 B
EARTI .

[0098]  52. WRIEHIA I B HHAE—TFTIA K 775 AW S 7 2 B0 &, b Bk =
I3 A 2/ ORE T AR

[0099]  53. WRIERTIA L E P AL — TRk (97775 4 A4 B 1) Y Bt ) &, b Birad 7
e BT AR TNF a 7245 CXCL8 P74 1L-8 7742 JMMP9 7= AE B L1 A B I 28 RE 5
iR

[0100]  54. WRIEHIA T B HAE—TAT A 75 HAEY . A7 8 8050 &, o ik re

LR FLEN o
[0101] 55, MR HTIRTE AT ATV AL a9 S AL A Bt &, b ik 1
TR N.

[0102]  ZRBIVE R AAL G W) AL S AN i 7R 5 m N TR TR IR AT S AT B
K 7, T EESE PR GRS E WRRAL, Al AAL G4 4L WA i 770 n] 2 L4541
oAb, Bl FoAts 2 G PR3 A P R T BTG ReA LS CSE 47 1 B B O TR, Bl 5 /5
FAEBEY BB T2 U7 1] [ Kk A LA s AR EE

[0103]  ZRIPERTIRAAL S 4L & VAT RDE T i 8 RO AT 5208 N 22 Te) i, il
R RFBCT RN« IXFERIAL AW AT DL IR T 50 BT EA IR 157, 40 PCT [ bR A
WO 2011/112864 tffirid, He /vt A B 5| I AR, AR5 — A SERETT =0, (b 5 ¥l
e ISR AR A5 LIS AR AU B R AR, G IO BURCRIRE 41 50 » AR TR 2
o AR AAL AW AL S PR 7R Al A — B i 2 R O BAA R AR B
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FiRE A E ZE 770 Eh L G 7)Ao 7R 38 1) VA R 3 BN B AR SR TR DA B HAR R R

Tﬂ&)\ﬂc/\% SH AW AN 7 AT B I R 4% A ) iﬁﬁ%ﬂﬁ%mﬁu\wﬁffu\lﬂﬁ%wﬁ
BEEY

[o1o4] A TR SR 4 B, 49 a0 LR R H R B L AR s A R A&, Bl |

KVERD /INZEVERD KK VEN s R M BB BB A R A 4 R R R R A 4R 2R

R LA YRR/ SR LIEMEE e (PVP) o PLIEIRIEA ARSI R LA 4E %

BNFMIR 23R i

[0105] W] FHAE IR AL AR N 35 22 45 11 13T 751 60 7o 490 P B A SR o Vi R T B FR R AT

AR K L B = R IR

[0106] 78 PEAR RS AR 7K | #h 7K S IR R 52 v AT I £k B SR 7K VA BRI Y0 i i 741

HA 7S 91 P AR B R RE B L T BN B o oA s 481 T A R ) B A 5 iy 26 B AR 15K 7

1 pHo FoAt 761 PR A R ) B R 592 R K VB R SR P (W S 1B VA, FL3K 70 O & H SN B

W B A B B R B A Y .

[0107] 78 PRIE 70 77 B0 RV B A4 1 0 FR R H Vi T B B . FH T PRI RS

NI VIR TS A O FE LN ERE R A B R R B DL IR AR . AR — ST &

L SEFE AL T B LR AT

[0108] {9 PEERELFE A FE EAHES I HLAR (LI EE 1k 7 L, 60,5 5 1R B R 1) B

W = dhe AL &, ShaRmEamE.

[0109] 74 PR G 7] B0, K5 1 PR SR BTG R B 2% b R B IR R P B T IR A I R P AR R

FE S — N SERE T =, b R IR £h o

[0110]  7ESE/KIZJE 4 BB K B AR 4G O H R B JIR B4 1 ] &k 72

T TR I MR R B R I P e SR AR AR B A T VR A AT T A A B R R AR

[0111] TR PR AR 8 I HE Ay e 28 R Ak 2 B B AR PR RGP AL o IR RS 77 B

FEPUAALT, 1 £ R RN B 3R 4 T A R B R A TR T R R R ORI H R

TN AR AL T R b, R RS R RN AR ML ER AR 2 . 7R — R

Jit 77 G, B FVFE VR ORI, 46 40 2, B BRI R PR .

[0112] TN PRI A S ELRE TR A S R R L 45 A TR P RRS Ll B A R B
o 1F jj~/\>&ﬁfﬁ7i;>1étiﬂ HVEFVEHE 2B TH B H I D ALEE AN ERRIRG o 78 50— sl
R AR B L BB A IR

[0113] IO PR A SCRT IR i 7 n] B SRR A R B SCH 3 PR AT BT B IE#E

[0114] 78 55— AL T7 S8, 3o PR A A B B 1 D F TR FH Aol (R HE SRR, 32 771) 61

Mo w A SR b R YR b AR B AR A . AR S AN SR T R,

HERE A OFEAE CFC AH IS A [1)HE I 7 BUAH RS-

[01158]  FE 5 SLi sy &, @il 5 RA SR AW A 3 B A A A& ke

TR A KA TG TR B T3 T N T8« TR B2 B B s PR T8 5 1 R 5 55

TR TR/ BB IG S AR LB o AE Sy — AN S T R, 3 5 A R s S

PRAbER

[0116] £ 57— AL 7 e, A B H A WA GRS T1E N Bk A P i ek <

FAk, Bl tnZy 100 £ 1, 000mg. £ 200 £ ) 800mg- £ 400 %= %) 600mg. £] 400 F £) 500mg.
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25 200 2] 400mg. %) 200 £ %] 300mg. %) 100 ££) 400mg. %) 100 £ 300mg. 5L %] 100 £ 4]
200mg Fb &ML | £2 Sml IER .

[0117] AT LUK A ST Frid AL &40 4G9 500 A0 5230 977 B 7~ 9] P 5 s A 56 B 1t 4 4
1k (CF) IFMRAILAE G 28 (VAP) ERBE3R1S PRI 28 (HAP) 41 X ZRAFVEANTA P ifi 4 (CABP) &
HAA.

[0118] A LA A SCRTIR AL AN 2L il 5N T V506 97 IO 7~ 191 P 1o 3 B0, fifi e AL
FE VLIPS 1 FELZE P R W A% P S A A B A g e = R A T R 0k A 1 4
BiaBENG B0 A8 ) je L A

[0119]  FE 5 —ANSLHETT R, A CHIA 7AW A SRR 7%, - Ti67 %k
AUl BT — AL TT R, A SCHEA T L&Y HAEY IR, KA TR RA
TR IS ) I DR AR T R .

[0120] AT DRI A SCErik AL &9 A9 BRI 556 97 B~ M w4 2 03 4
i EH B Al 5 AT A R VBORE AR 2 A B R A 1 3 A e B R IR T B (0 &) BR TR LA
MRSA B0 A 1 — Pl Bl 22 P A iR e s

[01211 AT A SCErk AL &9 A1 BRI 52516 97 B s M w4 2 03 4
i EH B Al S BT A R VRURE A A S R A T 3 A e R R IR B 0 ] &) BR TR LA
MRSA B AH A (1) — PP B 2 P CF BRI B o 75— FPARAL RGO 2 {1 B B AT B 4
MR TE 2R BH T

[0122] AT LARIH A SCErk AL &9 A1 BRI 5516 97 B s M w4 22 2035 4
s FH < 2 €0 5 ) BR TR (1) — PR B 22 Ph TR B R 1 5 998 » A0 B a1k B AR RN i 24 M T PR 49 G
MRSA, JRJH ZE AT B B4 A

[0123] A LARI A ST Frid AL &9 A1 1 R 5516 97 B s ) e A 4 22 /D3 o
it FH MRSA [ —Ffi B 22 i B Aatsts 1 R 5006 o

[0124] A DARI A SCATIR AL G40 4640 il 5N J7 3536 97 B 7~ 461 14 2 o A0 4% 2 /358 43
i FH Sy B 2R 2 B () — PR B2 P R AR IE R B, 45 2 EL I 25 PR B A i 245

[0125] O aEEMEAEL T DRSSO R R A R E R R A s R A
RIS E B N IE . X TEXRIB B RS RS A KA SRR K A
WIS S BA BT B VR BRI P <55 S UR B R S8 A i PR AT DA Tk R i B S
EEEEEUERH o [RIIMG, B ERAE IR A2, AR ST IR il R ER ATt B A T Y B RBIE R K T B R
FE 0 pH.

[0126] £ 5 — AL 7 2, IR SAL T A T B 8 E RIF 2 8. /£ —
AL T Z2 R SRR A A B RIS s R A SR T o AE SR T S i
B B8 1) B G 15 126G AUON 2 ML A N & B R B AR 7 — DT 2
AN 2 AR 2 OE D s I HANE AT ARIENIEH .

[0127] 725 — D SEHE T 2, Al S WIE R 2 AR B P 42 52 RSV 9 n R KR /
B I IR SR KR o 79 1 R 7K IR B AR ER VR IR, 481 012 0. 9 %6 #h 7K, BT AR ER PR, 451 2112
0. 1% Eh/KZ/NT250. 9% EhK FITE ], AFEL) 0. 225% £hK (26 % AR FRERIK) V8. BIFERfE
(K52 » il 3 AT DAL 3 BAL AN/ B 76 53— AN BT B, IR pH A2 4.2 2
175445 BL 7.5 4 4.5 84 7. 4)5.5 BL 7. 504 5.5 B4 6.5, 5 EZ 6.0, NI
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fifi s, BIR pH 7] L& 22 i B R 2 22 M )

[0128]  7F 75— AN SEHE 7 2, Al E ARG 2 T8 BORAE, T4 BORAETE i H BLRE 18
TE RGE & T3 N SCUE IR AL I /NN, 481 2 32 22 5 LR S 28 BLAR ) a0 & A I ELAR
(mass medium average diameter,MMAD) HJ/NEURL 2] 10 um B /N, HII1Z) 1 £2) 10 um ;
FERNL 5 um BCEAN, FIINZ) | 225 um, BIZ 2 B2 5 um. 787 —ANSLE 77 L, il 71
Refs Ak, W Wi Z5 A, 1/ BUER S T BGE T 1E N S0V R A 1) /NSRS, 61 i 32 25 DA
VR B W0 MMAD <2 5 um BN, BIINZ) 1 L5 wme A SCAE Y 3 BB 43 I
AR T0% BT % 41 80 % B T £ . Bl # £ 90 % B 22 (IR N4 10 wm BLSE /N, it 4) 1
B0 um BEEL 5 um BCE/N, BN 1 £4)5um, 54 2 £4) 5 um. NIRFFEKE, ZEHT
R AW RNTEET A 3 um, B /N TEETZ) 2 um FFRAEZE . NIERFERAZ, 5l 3
kT S W e I RS o S TR SRS [N

[0129]  7E5— ALy EH, Al R EZIERIN BE /R BZE R A 50 £ 27 1050m0sm/L. B
%) 50 £#£) 550m0sm/LBEL# %) 100 £ 750m0sm/L. B %) 200 £ £) 750m0sm/L B & £ 200
25 600m0sm/L- BE ) 300 £ 600mOsm/L B %) 300 ££] 500m0sm/L. B & %) 150 £
250m0sm/L B 2] 165 2 4] 190mOsm/L. ££ 53— L7 22, il 7 (I BE /R & 12 A4 50
2] 550m0sm/ kg BLE 2] 165 2] 190mOsm/kg .

[0130]  7E 5 —SEiE 77 &, AR SCHT IR AR N5 TR & 50191 T g o1 A B HAh ol
SURL I A< 25 551 VR ) FH

[0131]  FE 5 —ANSEHE 7 22 b, A R4k 35 Ak mT DL I8 30 i 1) B3 2 N S A 16 P A3 AT
BEAFAE A0 B (938 40 RRE A%, 46 SOV A S0 DA S AR s AR MR 2 S U DA S
N IRAR IR A2, A7 AE T FE PR AR YA B3 vh A 4B B0 A T 40 1 L Ath B S MR 4 v ] DA T
AR AR PGSO RE o I RLRAR RIS , 7RSS SH ], 0 B8 AT BB A7 A8 T Iyt b
[0132]  7E 57— AL &9, s A Y2 B8 AR SCHnR b SR T /E—ANJ7 1,
T o BECAE ] RN 1 700 o, T RN i 794, 5 MMAD A2 5 um BN BB L) | £4) 5 um B
T2 B 5 um BEL 3 EL 5 um (PRIEL S A i A R

[0133] - fill 1 AT LASE A ATART 3 R 7 v %, AR AR T-0H B (B HE A o it B | 1t o5
WSS ), R T B8 55 T8 DTUE A i 5

[0134] 7B PRI 25 4l 1 AR SCHT iR AL B PR & AR K W bk IF HLvA 2R S2T . 7
PR R VA SO JE2iA . B S, £ AR AT A 38 B MR 55 T8 5 % 0 Buchi fll B3 55 1)
B B-191 XV BT 55 )5

[0135] T DA FH 22 2 Gk it AN BCHA 538 I 3 VB I e R RS o 78] Pk, 5 161 24 3
%5601 A5 H T Thermo Andersen /\Bir Bt ASGEIE BB 2 E N T =R &R
ANZEMTIRAZEH RS AR E . BB 28101 8 MRt IG5 7426
9.0 FOKE 0.4 fCK (28. 3L/ 23%f ) BIMEETF B, I H v s AUk rp i AE AN AN it
KM LB NI IEN M b &I JERRIEE/NT 0. 4 I8 BTG ik

[0136] 78 PR, A1 B A B 30 ek o AR S BT i A T A 45 48] 2 A5 A B Bl 2 3R 1) B AL
w3 HLE e BRI A A R EL R S IR B (M 20 ki AR S R SE T . PR AR () A2, A B i B 4L
AURT BRAL AR R RS Fa ] e 2 17 it RO R & s s S e in T

[0137] 75 {5 T 4, W5 S B A0 P A 5 o s 1) 2 ASCOm AT R A0 SEE Al 43, A B AL [ S S 2
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JOST BRI o 5L PR AR FC) A2 5 W% SRPAIE B PO DIE P A A 7 ek ) o 2 3 A M I 240 ) 2 )
AL, SR R B BT W A IR R RO & U R SE
[0138]  JjR A6 PR, T3 Ky L0 ST 0 B AR ST Pk — Bl 22 A A S 1) RV R Hh SR SR DTE
AT/ B g, HREARAL S VA i I 22 25 S0 25, S B0E BLUTEAT / BUES & TN 2
i T TR S A4 B IRV e PR B 2 T2 il P DAl ot o i B o USCBR ) [T AR 25 M Rz 1) e BZ
FRAE A2, DIEM / BUES @ mT Re A DU L AL < ml MR, B Il DL A R % AE (G
JEZAT (Do) Ti#AT.

[0139] £ — AL &, Al RS SRR AR L) 1 ul/ B 2bd) 20/
o2l 3ul/ 2% 4L/ BEEb4 5ul/ .

[0140]  F£ 55— ADSEfETr &, SIA R PALFRIE VL) bnl. 2 4. bmL. £ 4ml. £ 3. T5ml, BLZ)
3. bmLo N FRAE )2, AL AT BEAL B T 2 A0k, (H i Hop e B DA 158 75 & 0 HoPiE B8 7o
[0141]  BEAEHRAL AL ok il 770 1 <55 70 0 70 9] PR 35 A0 28 0465 35 A W58 53 vl RV 75
FAEE R RS 2 AR B A, BUE TR RS, K24 1 £ 5 un 35
FIE KR SLER AR IR A, X ARE (KPR A 0 T RO IR AR SO A5 W 313 U8 A 2 )
PAVE YT AU G BT THER IR o 3 AR A 7 AR J0RE () 55 Ak 25 T U Sk i 6 2 & o] 5],
WO R P BN S um BN BB L) 1 E4) 5 um.

[0142]  JRGIPEFZ A A AFET RN &S THEFIE RS IR F A 25 B S Z5 A0 2 A6 5
FAES, AFE RN 355 1) (B R ZEALES (Ultraneb 100/99 ;Sunrise Medical HHG ;
Somerset, PA) AR ZE LSS (Pari LC Plus Jet Nebulizer ;Pari ;Midlothian, VA) 45
75 (Pulmo-Aide ;Sunrise Medical HHG) .

[0143]  JRGIPEBT G S5 A0 As (ALFGIPIRIE 5 ()5 56 540 4% ) A& SIDESTREAM, PART LC, PARI
LC PLUS(Pari Respiratory Equipment, Richmond, Va) %,

[0144]  JR M8 468 75 25 Ak 2% A0 45 AEROSONIC (2K H DeVilbiss) . ULTRA AIRE ( & Omron)
%o

[0145]  fE 53 —ANSEH 77 R, DAAE H 45 2577 20t F i), AR T B H YR B
H PR H =R BE 8 /NI L IREE . AE—DNSEMET R, B HG AT R NEH 1 24K,
H = IRBES /NI 1 RSB H IR o AE ) — SRt 2, F H 4525 77 o2 B H =K,
BN LA 7 /N A R R H = kB B 6 /NS R Fg AR H =K.

[0146] £ — AN TT B9, ASCHTR WA Y5 2 A L, Foh AR SOk &
WS E T R B S Y, Bl E R 1 B bk A A FE B R BUPE P 5 i sE e An i, 78
HTATLE RS 1 28 R um bl 8] B3I ]

[0147]  FER—ASEhTr &9, HlFEEE 5 ZF RN, Bt %R 2.4 (LDPE)
N o NIRRT DA RN — 3E 78 — 5 i B R T TR 78 o B0 M 1 T e s 491 1 2B A £E 35
* F| 5 5,409, 125.5, 379, 898.5, 213, 860.5, 046, 627.4, 995, 519.4, 979, 630.4, 951, 822,
4,502, 616 #1 3,993, 223 o, HAFWEIEL 5| HIFARL. BAFIEZS ST LA H
HEBANGE T RTFRAN AR E R IR, NEZE B R IME (over-pouch)
H, B AR 6 A

[0148] KIS N BRI I PR B 4070 E Rk 7238 B LA 35 R 515 61/312417 o, Koy
FEA AL G RS
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[0149] £ —ANSEHE 7 B, ALk RIS N BRIS 5 —MpE 2 A oAb bu A= = Lt A, 491
ik 2 f HAR 2 R S | — PP S b H At s T RSS2 e A/ B R R . AR
BARAL AT PABEAT XA (0 i A i AN S B S R R E A . AR5, DMIS T RE %
FEPUBOT E TS U2 R R AR S KRN ERSE . 78 5 — kb, AT A 4T IX
FE B3 it FH DU SR 57 —Fh i AR 28 O3 1, 49 S 2 2 0 28 L sl v R S L st ma A/ Bt 2
#o

[0150] A FR BN H SN2 AT 8 R KHDIN ¥y 7 (B S I B R L (1 ] R T o AR 4
AT TR A SCARE S M N A, FF ORI T BT B B S B0 I R 1k . AE
TR T I HA 7] , ) A1 S B AT B AR AR AT DA AR AE R 3 TR vl o o 800 T SO0 N A i
BB AT B 3 B s B PR B R R A AL

[0151] 25— A RBIPESEIE T rh, AR SCHOR T - TRIT R A4tk (CF) K777k, f£—
ANTTIH &7 VAR — P E 2 B A SO R RIS BRI 3R 72— AN 07 TRIE
AR — P B M BT R R £ — A & e B RE i —ME 2
FIEH IR IIP R 2R —A e, Zorikic B EmHZ N E PR, £ — 12,
GG s BE RN PR, AERRTRTIERN N2, A AT R N
MRS e R B A B AR W ZmE R At/ sull H R PR,
[0152] /R PR R EFE T R AR EAR TR R E P &R IR EFTE2KE R
MHERBMIFE FERBRKARER WER B RIPARE. FEER FER . SEKE.
EhFR.ChHERMRE A%E R (thodostreptomycin) EZFEEF R HRKE . KUE
R HER ZMER PRENESR (verdamicin) L HAE.

[0183]  FES— DL TR, @AM REARKRER K RE RIBER EER N
BR BSHEKREMNZHRER LHAS.

[0154] ] F] T AR SCPIk 77 v () B R SR AE 38 IR 7 01 14 45 25 T VN 7 R R IR AE 36 [
A5 5508269.6083922 A1 6890907 v, HeA T+ N AL 51 FI I AL FE— A, 1%
J7 ARG RN it FH S R R A R 2 A B R 1P IR

[0155] it FH Sl B W 7 SIS (AT ART 5 M50 2 B 5 1 50R0 /B V2350 T A AE A SC e, 43
FEH L5 5508269.6890907.6083922 1 7696178 H i (1) Jith i 2 A1i 55 2% 10 77 & B A7
FIF /BT, RS E 51 IR AR .

[0156] M PEFRMEEERSS S R AR AR T %R (Uroxin) (L KEE (Panacid) .
MEWE B (Dolcol) . rosoxacin (Eradacil) . ¥F A ¥ B (Ciprobay. Cipro. Ciproxin) . ¥ &
v E Maxaquin) . B £ (Acuatim. Nadoxin. Nadixa) . ¥ ® ¥ £ (Lexinor. Noroxin,
Quinabic. Janacin). & # ¥ £ (Floxin, Oxaldin. Tarivid). & @ ¥ £ (Peflacine).
b 2 (Uroflox) . B & ¥ 2 (Baloxin) . £ f ¥> £ (Cravit. Levaquin). % 7§ b 2
(Avelox, Vigamox) « THEk V> £ (Pasil. Pazucross) . @ HY £ (Zagam) . FE R £ (0zex.
Tosacin) . WKV E . FH KW E (Factive) . IUf¥> 2 (Gracevit) .~ AV E (Quisnon) .
Ry B A HAE

[0157]  Jite FH 8 P Ui i 24 FX) AR AP 5 RO & B ol AR/ B VR 3 mT R T AR S

(01581 it FH & it e (AR 5 0 500 & B 7 SRR/ BT VR 38T F T AR S, 6 dn 3% [ 5 R
5 6660249 1 7214364 H i it FH 2 e 05 & Ay L R/ BT AT R T

17



CN 105163785 A w B P 14/30 Tt

IS,

[0159] £y —ANSEHt J7 &, FEAHING 7 75 22 v it FH — P Ek 22 BhAR STHTIR K3 N RS .
FE 55—/ SEHE 7 S, A5 FH T s 1 CF R 2Lt m i R 5 B 7 7 S v it FH — PR 2 Bl AR
SCHTIR KA NBESS . AE 53— KTt 7 224, 77 52 58 06 [ L BICRE IR 3 11 2t AR B i T J e
/ BUESH -

[0160]  fEJ)— AL R, — PhELZ Bl SCHR RIR W BESS f01 CEM-101 5 Z A f = 4t
Jit FH o

[0161]  FES— STy &, — PELE MR SCHTIA KN BRSS 1 CEM-101 52 wmb B 3L
Jite FH o

[0162]  7E 55— SEHETT S, —ME 2 MR SCHTA ORI W B SS n CEM-101 15 % i re 3 it
o

[0163]  fE5— ALy &, CEM-101 5 ZAnF R I A, Horb CEM-101 1 RMGE %A%
HRETWNIEH . 75— L7 24, CEM-101 S gt A, Hod CEM-101 1Rt
H, 2 e AN o 7E 5 — AN SRt 2, CEM-101 52 AmFE R It A, Horh CEM-101
NG, ZAmERES RN . 725D SEhT 2, CEM-101 5% il 2t A,
Horb CEM-101 J83 R N A, 2 p i NGB o« 75—, Wi DA 5 4L A
Hop 58—t A R i 2 A B R B R, 58 1 & 28 K, 7E 5K W i A CEM-101,
BIANEE 29 2 56 K. BRI DIER .

[0164] £ 5 —SEHE )7 22, AR ST KIR N BRZR a0 CEM-101 B~ PR H 10 ARG &4
211 %) 25mg/kg %) | &%) 10mg/kg. %) 2 2% 8mg/kg B L) 4 £¥) 6mg/kg HEHAE ., &
P —ANSZhE TR, A SO KFR N EESEGn CEM-101 (7R AR H A D IRFFIE A4 100
%] 1,000mg. 2J 200 %] 800mg. BLZ) 400 2] 600mg. 1E 57—/ Z9, B H A=
B B4R, FEEL AT DAAE H VYR RE H R R H =R

[0165] SRS )42, BARM AT 45 245 AU O T — AN BUOHE 2 4 QL B B8 AR M ()
MIC B E /D) 10 5 . A2 I8, MG X R R PEFRIE 2 IS 2 Leg/
mL B2 220 g/mL B2 24 1 g/mL BUE 2 BL2 8 1 g/mL BE £ il 2K, ARG
A& OU R AT REAH ST MIC 2 10 R5ECE 2 R R . A28 FILR, A5 X RE [ 741 14
FE 2 LA B HU i Do A 1 2% B P o

[0166]  ASCEHBIAE “VRIT G AE" AT RN R BRSO IR R E TR
FHRIHL RS IV T 51 A 22 B 2 I L& PR S BRI &= 5 %R B
BFEGAEA IR TT PIR BERELIRER o 72— N7, W97 A S E R RS TR TR SRy T I &
B a8/ KBS E ) T V697 B R 2R BB FE R & o (02, MIRR R 2, AUk G
VIR A o B EAT AT B 3R R AR AR A BRI IR 22 A W N e o FH T #oe J 3 iR
I BN E K BT 2 R R 2R, ARG 7 B m M () P R S P R &
(P s BT R A5 s i DA S R B L S R PR AN B BT R i &
YR FH (A i FH o A AR R 2 vy RS ) 5 5 A AT A A A BB B
[R5 R 254 S5 B i H AR ORI AN B R AR BROAR I PR 2= AR Ja S BRI 25

[0167]  ARSCIR PR R T A8 $50)  wR& T7iE S el ARG 7 A = L dh a2
TRELAE ) MIC 1 10X BUE 2 R A IR B &= .
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[0168] N FRAE )AL, BN HIYRIT AT LB kAT A J0 7 L B4 s i, A FEAHAS R T-FH 77
W& (FEV) M1/ Biifivh & (FCV) TRk Bk o b BLIFRMR 1042, DD Bva J7 ] LLid
TR B B B VR T R AL (CFU) sk /D BRAE A B B AR I I o 38 B R A 1K) 22, B Eh 1)
BT AT AT B R R B R AT/ BOAE v PR s A S A R R D R e

[0169] 76 PR BB S0 B A0 45 H A PR T 28] 3K AT , /0, 55 ol 151 6 IS 1A ] 2 2K T R (] Il o 124
IR EREE, BEERTE, BHE A 4] B VA IMUEERRTA VAE A 2 B ¥4 of Bk K B AN & (2L B K TR, WA 3k
B 4% 00k B MR R TR QB R 2R AT B R AR T o e b, 0 B R e 22 FH I
DA B 2 R A A T 51 A B < i e R A BR T (R AR PO AR 52 P A R A PE AR 5
M) LR A & BRE (Staphylococcus epidermidis) < V& I 7 %) 3K (Staphylococcus
hemolyticus) . J& 4 % % Bk (Staphylococcus saprophyticus). H B 7 %] Bk
(Staphylococcus lugdunensis) «3kJR% & BRE (Staphylococcus capitis) . 1l 2E% &) Bk
(Staphylococcus caprae) - fift ¥ %5 % BR1E (Staphylococcus saccharolyticus) .t
# 4] PR (Staphylococcus simulans) . VK KA & BKE (Staphylococcus warneri) . AF
%] PR (Staphylococcus hominis)« H [f1] 74 %] &) Bk B (Staphylococcus intermedius) .
B o 5] 28 45 &) BR B (Staphylococcus pseudointermedius) . Staphylococcus lyricus.
ik B %% Bk B (Streptococcus pyogenes) . & 7L 5 B I (Streptococcus agalactiae) .
= AL RE PR B 15 FL I A (Streptococcus dysgalactiae subspecies dysgalactiae). M
Ik 78 % BRI (Streptococcus anginosus) . 2% hE & 3K 1 (Streptococcus mitis) . ME &
BEBR T (Streptococcus salivarius). -8 3R (Streptococcus bovis) . A% 55 BR
(Streptococcus mutans) - 5 4B EE MO A B8« k95 45 B2 T (Neisseria gonorrhoeae) . i
i 9¢ BE BRTE (Neisseria meningitidis) . RIEAFHE (Bacillus anthracis). B HWEAH
(Bordetella pertussis) .V ZH v & /R KR MR B (Clostridium difficile)
#F W EKE (Enterococcus faecalis). B B B3R (Enterococcus faecium) Fl [ M # B
(Corynebacterium diphtheriae) . fE45E J7 I, 40 TR G A2 HH <5 0 (O A & SR ( AU AR
MRy 52 B F A8 PO AR 2 S8k ) 1 R B g

[0170] 755 — AR BIPESLIE T P, AR SCHTIA KR BRI A2 T 20

[0171]

&

S
A

[0172] H 2 Enl sz sk K& R a4 BER TR 2, Hop

igl:
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[0173] X A& H 3 H Y /& OR HoHh R J& BB R AT AW B3 XA Y 5 pmidien)
ﬁ?)%#@ﬂ%ﬁkfﬁ% H

[0174] 7 j& SEpfEk B HATAEY)

[0175]  V J& C(0) 8% C( = NRy,) , Hih R, &R R B AU

[0176] W& H.F.Cl.Br. 1 8% OH;

[0177] A & CH,. C(0) - C(0) 0, C(0)NH. S (0) 5~ S (0) ,NH B C (0) NHS (0) ,3

[0178] B & (CHy),, o n A2 0 L) 10 (BEL, B B A2 C-Cplfi ik Bkt 3 H.

[0179]  CRIREIE IR e ik 75 0k, 75 A e ik, 0% Sk ol % 75 ke i, L 4% B T i Hh gl B
R

[0180]  7E 55— ALty Zrf, X RN Y 5 P B (W R — T et o 752 75 — N sEii iy £h, 7
R ILAT A  AE 5 — AN ST R, Z R S A R N B, 0 R S R B AT AR R
AR BT AR TR A, AL AH AN R T 5008 % S HLAT A IR FE (mycaminose) M HATAR.
D3 i MR S SRR L S A R 3 WS - 5 R 3 R - G 4 3R - T
it acosamine.3— &L — FW & FE.4- A -3—- 2 3L - WA &L (actinosamine) L iE
Wik (daunosamine) «3— & — H G I I LR IX (ristosamine) « N— FAEL —D—- #i %4 HH
fe% . fER— AL R, 7 R LAY 50— AL R, 7 R KB
HATAEY . 5Dy Rd, 2 Sk, f£5 Nl rEd, 2 EmEl. £5—
AT, VIE C0) o ER— NI RY, W HEF. R — i mEqd, Wi
Fo TER—ANSEHEZH, A & CHyo 705 — NSRS, B & (CH) ,, Hopn &2 2 45 4
MIBEE . 76— AT R, B 2 (CH) 4o FER— AL R, C RTIEEHURII S
FER— AT R, ¢ RAEBUR S,

[0181]  RZERMEMIAE, X3 Y\ Zs Wo AL B R n (95— AR R ] DA SZBR i M4 5, PRI AR SC
HARHGA TIXFEWAWIESE . Hilan, 785 — NSt 7 &, X MY 5 P& ik —Em
FCERAE, I HL 7 2 B AT AR B XN Y 5 I B (K R — A TR L, 3 LV & C(0)
B XY 5T e — R RIE WAL F, I H A & CHys B 7 R pl e s AT 44,

VA& C(0), A& CHy, 7 H B & (CHy) ., Horf n /24y 2 4y 4 [R5 5555

[0182]  7E 55— AL b, AR SCHTIA RIR BRI 2R

[0183]
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&Q

[0184]  HHK N CEM-101 BRE M E & (solithromycin), BLF H 2% FAl 2 h. KA
M BRI EY) BRERETZY .
[0185] ARLHrA R AWERRAI AR A fl & ERERE LR PELIFS
2006/0100164 1 PCT [ FrAF5 WO 2009/055557 fill %%, Ho AP WA I 51 BRI A A
o
[0186] AL FH HIARTE “He bk ” G AR 73 S IR 5 . ASCfE FH AR TE “Ja 1
R AER R SO B A B AN B SRR R SR R . MR I A2, B
] DAL — AN ECE 2 . I RLZFRAR ) A, 2R L STt T S, f A b Dy A R
KB, AFE C=Cyyn C=Cipn C—Cyn C=Cofll € =Cyo IERLIZFR A AL, A5 LESLE 7 S8 v, A
A/ BRI E AT DA A A R E , £34E C,~Cpyn Ci=Cpn Cy—Cyn Co—Coll € ,=Cyo REERAE I
FT, AN SCEURT I e 2k I AN/ BOBCEE AT DAL S I D S v, AL B AN [ R 25 4)
AR BN F752AT N o NI SE SRR BR T A 2 BT RS IE T3 R T2 P T
HEVBUT 2 AR 2- 23— I B I R R R A
[0187] AT A IARE “PRge it ” ARk 2 SR s 4, HrpBE 20— 23
o RLIERMRE)Z, bt e R I G B () 5. BRI, IRbE Tl DL 231, 7R
PEIRBEFEAFEARA R T IR 5L IR A IR O 2 2- LR L IR A 20 —2- 2 Wil fe ik
o RS RARGE “BNA AL AR 9 SOF B B0 — AR R R BE, b i
b — R BRI, —ADBCHE 2 A X8 A] DRI G EE R PR thop / B AE
NG E AR 40 o BEIRMR IR 22, PR HE b FE BN Ge 0 e 25 B 2 A L 1 4 o LT A
P, e ] DUE 2 301 o n B PRI G R R EA AR T R R O O —2- 2.
WP AL I e S o I P ER AR ) A2, TR IR e i AT/ BSCER s 22 19 A R o A PR E, A9
%ﬁ CS_CZ4‘CB_CIZ\CB_CS‘CS_CG;FH C 5_Ceo &ﬂﬁﬁﬁq%, ZIKI?FQ%E E@ﬁ\%UﬁZ&ﬂ:kﬁgﬁn / Eﬁﬂ:‘}?ﬁ
BB A/ B AR AT DO AE DS 0B D S 1, DR A AS R 250 8 77 5247
[0188] AL HIRARE “ b ” AR R IE A D — AR 3 IF HAR G
TRFEE . B ARE AR AR . 7E R, IR PR 2R SR 8 T LA FE AN
21
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fli o A SCAE O ARTE “ IR e 38 7 A0 Z0 IR LR 24 38, 50 S A 2 /b — A 4 L7 (5
Fedsidt ) I HAT A S2 10 S5 88, P BE 2 /b3 BRI . IR MR R AR A AR
Bio FES-EE A, SR PR 28 R P A AR AR o 78 (5] T A 23 e T A, 5 AH AN R T DY Sk
S ML T | DY SN S L WR I | AR R | WIR IR L | (R R R O B T IR S

[0189] AL A ARIE « 537 A HE LR A £ 31 55 L, G675 IR B ER RN 75 IR 2 B PR 2, I
AT DMEE A B AT BIARE “fe 25 (carbaryl) ” A48 75 R H], H &
H T IEHA BUAR s AR SO 79 M 55 IR R A 3 A L AH AN IR T2 0 L 2885 . AR SUff
(R ATE: “ 75 21 7 A0 HE 75 IR IR AR A, HL 45 1 mT DT U AR 73 M8 P 3 e 2 B 2 [ A 4
ELAS B T b e 35t | ma o L M O | BRI | U W | IR v kR R 1 R R | MRy L it
I | IR DA | I | IR AR | SRR L | S IBE PR I e WE MR | IR R IR A
IR JRERR B | R IR S | DR I R S | DR I R R A

[0190] A SO/ A I ARTE “ &L 7 L F N, et R A e gt , Horp — e gt
(RPN ek ] DU AR RIS R, B e sk e e e . n il PR L B FE R L, 2. —
R, R B U5 . A, REERAE I A2, MR BB 7 — REBHE 57— RIEAB IR, 4]
WAL B 2 0, RE R LRI S AR SO o R P e S b AL 48 HN- 4t
B RS L 2 R R e L R R e A R R R A . TR PR B A
FEB I L W L R

[0191] AR SO FH IAE “ %08 L AT A FEA SCTIR R 3L, DA R S AR 2 I S 2 A
TR | JR bE IR B L R S U L R B R L R e B A I B I R e A
IR TR M R s 75 AR A S SR e SR I | S SR S S 5 AR S B A A, %
(IR R R . ARE “RUEATAED” BRI 2 F IR L / B

[0192]  ASSCAH A B AR TE AT b s BUAR ™ /A0 HE K A0 328 b gl EUA R ) 2 AT b 1 &80 485 o
HAhE e XA A B R R B B EA IR T R B | o 2 RS  pe st AR
P R e A 5 Bk O A e At | 5 S TR e A L A S TR S AT AR R IR LT A . R
(RS PR B N 2P N 2 W N AW i NS 8 NP N B S B N B 3 78 I
BT R T e M 4 B

[0193] A A A ARAE “ ATl B 1 75 2L 7 LRI 3 pl BUAC 0 75 92 B IR 8
A B R . R HA B BE B R B E B FHE AR T & SR L i 2 RS | pe gt
RpeFE Je btk 75 2k 5 B b gk L 55 B A e i L 3 RS A AT AR IR R S AT A A
AN IR PR E =N =B B N N B N B N AW B P B N B Ny 6B N B B
/ BT IR AT 3 Hh e BAR

[0194]  JRB PR EUR AR EA RT3 ] - (CH2) 2%, Horb x 2 0-6 (3, H 7 H K&K

FRAE TR AL (FE C-Colu Bt A A ) AT AR 5 I 8 5 et (46 € —Celi 2t ) &

PeaHE (45 C-Cobe &L ) Fhkedt (A C,-CH ket ) IR (B C,—CH bR

5 A (BHE C-Coldidh ) e (C,-Cobd ) L i UedE (LG C—Coi bR ) « xifXbE
A CBFE C-CoxfR i ) R (BHE C,-Copi R b ) iR A 2 (B

i CCo R BRI ) VR HE . C —Cobi k&L (C,—Celitdt ) (C—Cobidt ) EIL . bk it

RHEN-(C-Coliedt ) Bl R AL R At € -Cole st &AL etk . (C—Colidt ) (C,—C %
B S B R SRR T N= (G —-Coliadi ) et pie R e e e e L U AR 2 B 20
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16 H ~CORVFT —CONR °R”, Jeeft RE, RO R 0t BT #0957k 5 4L C -Cobe AN 55
Ht —C,—Colie ko

[0195]  ASCHridfb WA AL & — A ECE 24 TP, B0 53 4 A] BLRA 2 Fior Ak e
AFAE . BLFRAR AL, 72— A SEHtE T 22, ARSCHTIR R AR TAAT RS 8 SAR 22 225K, IF HL
AL S BN G T7i5 FE M2yl UOR S5 4l 1, 83 ] LU 2 Fhor 4k
TR TR G, ARG S e VR A LA S A X AR TR 54, HARAEXT BWARIR &1 55 . iERLFE
i () I 5 IXHE R SEAR S A A4 VR A 0 PT LA — AN B3OS 22T 1 o0 b 9 B — ST AR S A A A
L, [ — N B 22 A HAth TP 1 0 b R ST AR A AR R T VR B0

[0196]  [FIfEH, ASCHTR AR DAL TUART A, B0t e a0 E AT Z Xk . 2 i
()32, 75 53— AN LI 7 S8, AR SCHT R B A B AS BRTAT AT 5 1R T LART S A AR 285K, 9 HL
WEM UL S ENIAEY). T7iE FE Mgy nl LR 4l 1), L3 mT LA ATART 2 F LA 7
TARTIR G . BN IRAE KIS, IXFE I LA A A VR A P P LLAdE — AN BUSE 2 DU AR 1)
B A A, [ I B4 — AN BSOS 22 A H At 3B Ak () T UART e AR KR S 4

[0197]  ASFHIARE “HEW” — a8 R e &R E A AR =9, UL E
FEE AR B R E R 8 L A A R . BIRAREI A2, AR TR H 51T LA
H ARSI 4 BRI G B H AR ST iR & B Eh T KA 18 776 A0 A R =X
o IENIRAR I HAYIPT LAH A SCHrR A VI 2 B 2 T AR TR T 73 46 it - 45
A/ BHARTE S TE 2N 4 o ISR MEI 2, H AW 7] LA SCRTiR L &Y 2 FoK-E A/
BUE G o DRI, S N IR 22, B AR SCHTR b SR Z A I 25 A S A& AL
Frid b &M 2 &0 / BUERIG MEOK G b A — e R A G . el
M, 2HE PP — PP E 2 Pk FRRE IR/ BURIE R o AN SCRT IR A B S AL A P )
HEY ] LLLAIGIT A R E G & T AR SR NG AN R o ARSCHridb &4
BT AYAEAY) (RS A SR T A SR s 2
Tl MR A2 HLCA 2 A i A o T T ATk U5k (— 82 W, Remington: The Science
and Practice of Pharmacy, (& 21 fiix , 2005)) .

[0198]  ARSCAF A RIARTE “HIZ5” W H 288 Qi H B A RGP B T—MEi 2 f e ki
R BEHRA A R BT/ BRI 27 e BB IL2H A = AR AR DT AL S Y AT A
Yo FEARW, BIZIEE L RG (an, BEAG . e o IR 5 ) - fa] S AR M4k 2 B0 P 1
ik FEAE F DOBE S B AR 20 2 iR PR B R 290 . s s s e £ R ERAE i AT 2
Z BT~ Ja BRI R e R AR N IREEE R o AT FIE I B AN AN AR AR TR (R E
F'5 5,627, 165 ;LA J Pathalk 28 | Enzymic protecting group techniques in organic
synthesis, Stereosel. Biocatal. 775-797 (2000) . N FRMEIAZ, G A H— B B bral & [a) o
5 22 A R T TR SR SR BT 2 A R 2, AR TR W R TR AT 25 2 FE A R AR
[0199]  HUZGA] DL A SCRrid A A A £ T B — A EE 2 N E e ()
1, —OH-. =SH. —COH. -NR,) i AR N UIRIN B seA kbl . Bl PERT 25 H51E
AR TR BN, Sor JE g et o5 Bk 5 e it e SR A R e A SR AR e AR A e A, DL SRR
FEBR  BREE AN, e T I e [ o W e Sl R e L B A R TR Sh B R B . R
PEES (HWFRATETERS ) AR EA IR T 1- efiidt N- A LR IBL W % Bl A 2L ek, ol 2
Bp oA 2 R B R BR SE L R, B - ABtEE IR A B - B 42 1- (R A R A
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) R -1- 2 (- BRI O IR A RIS s S R S A e, 1 G0 £ A R R A
FEMEL, o - CEEPGEAIE CIE . B - CHEARAE IR GRS R R bR T, 4
A2 Joe B il e B e A, 491 — PR i PR | — RRBR U 2 0 R U R, 20
B CHETE 2- (Bt Rt ) 20— IR A, il an 2- (TSR EREL ) TR —2- MRk 2- (&
SEIEIRIL ) T -2- JEESE s LU N RS P B SR | R AR IR A

[0200] 5y L8R4 PE il 2460 25 A0 2 B 0 Sk e BB B T A3 I A ST iR AL S
ERETER / SRR e HI T &R A0 50— SR B PR AT 29 B4R EA IR T (CCyp) KEMEEE 5 1
= (C=Cop) BB 5 (C=Cop) BEMEHE ; (C,=C)) FRBEMEE ; (C,-Co) —FRJEdk (C,=Cio) FEltdE 1T
TR AR 77 e, 49 A0 R AR A J7 B Bqfe | 2 3 N B P BATT B 4L R AL R HRAR
HRRHI T L - a2 R P B S L (C-Cy) Bl (C—Cyp) et % BT
A 1 % 3D KR E TP A BCEZ DA AR 5T 2 (CCo) KElidE, Bl
ARBEEACR 77 B0 128 30328 ) H DA T B R A Y R B 95 2 3R L (C=Cy)
B (C-Cy) Feteldt, H& ETE b — D4k 1 2 3 i i B s DU B
T EEGERR, AT 2 35 B A A 0. S FIN [ 1 & 3 AN B9 L AT Be Bk 3 70
B 2 A 10 ANERIE S B, REURR G | 2 3 A2k A B BT R A AR 4L A
PRI 2595 2 b R VB SR P BBt R . (C-Cy) BeEM (C-Cp feii s, H&H
et — 4 1 2 3 R F I 7R SR D R M T AR VE R 8, JF HonT DL
NG WIRES IR

[0201]  EIEARIK S, 0 25 A SCRT DAAS BAT 2 25 (W A 0 1 AR AEAR W i A IS 2 1 — A
BOEZ A AR RN B A ST/ B AL 2% S S B AL 45 BLP AR A ST i A2
WAL A B RS TR S RO R AR . B, REFR AR RS, £E—SAHBL T BT 22 AL
(¥ o 30 R B K 2, BG40 P F THd a4 i VIR AR R R 540 g 2 A e i 24
MR B A T . BT ZGIERRA ST IR AL S L B R B RO R A R TR R A
IR MIEE FRIATEY . B3, — B MOASC TR & ] R AN BB R, 5 PR R]
DAANTH) 1 BEL W 5 e /N Al 5 T B8 AR Rt R 24 S P b £ 245 R 22 L 1) 245 2 BRZG D AR A 8 7 2 e
15 4 B 1) 1 IR 240 AL R/ S A S A 22 AN AR PR B PR DA R ZE 1 B BRI (3R
FRIVRIE 2 S B AR 48 ) 5o IR0 SR AR A » I 24 B A 580 D 089 A 0 1) SR m T
W e PR ISE S o

[0202]  JSEERfif ) e, FE AR Tridk v, JLt AT A B A 7 B & RT3 3 538 1 g 3]
I 565 P BAE B — 25 R P A . 38 B A S B A B 23 R )L H
Iy, FERAL SR e 50 280 B AT DU R BN R A W0ER A S T D A F) A
[l P g A2 P o T DURR A [R] 0 s 5 (075 585 72367 3 P O [0 ek ) A [ e 1) 5 H.
P I 9T B i — T8 2 iz A S s &4

[0203] il 1 10 Gt P e A0, 5% v 70) S S 5] T 7] AR R 7

[0204] 7 P B A0 P e A0 A0 68 15 Tk A Bk Py T P R JEE 70 L BRI PR 6 R P AL
WRTEE T > BA R A Qs o R AT oAt i B B RT & A . o 1k B A I s At
A CRIERE ) TES a8 AR A A EBOR, BLECA R 2 30 i ot 7 15 A A 5 oK
i B8 AR 0 AR e mT LR S IR SRk Bk A S R g2 b (LI 3 249 9
YU T FY pH) 5 AR A T — e 8 AT, FE ] 8 B 34 TR i 1 JC B T /K VA VR R 5 5 Y U o
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W R SR T B & AF (B, IR T ) T B A0 77 ) il 26 7] A
A8 AR S AN S8 S0 R BR v i 2R R ST A S (0l 18 it FH 7491 P b DA 2k K VA
OB TR SR AT . AERIEA S A8 0 nR AL S RIS B0 T, Al AREA
SRV, BN B

STl

[0205]  SEREM]. AR N KA SCHTIRAL A Mptur CEM-101 P il Je i $0 T B WLl
Mo A YIRIT M B 24 2% E 352 (0 £k o T-W il 77 ] 4 A At sl QR W N B8 06
SRR A IS T =R E R AR B RE E A . <8 P8 ) B R E AR
F Pulmosphere (PS) % 5f| (Inhale Therapeutic Systems, San Carlos, CA) 2. PS #i 5
MG Dellamary 25, Hollow porous particles in metered dose inhalers,Pharm Res
17:168-174 (2000) il & o BT IR H R UL S AR SCHI I — 0 5 4N AR B A FF N 25 s
FIHFIFAARL

[0206]  SEaAA] . AR o MO BR R IR ER IR i 2% o K AR 2B BRI B 40 NHB7388A £E 37°C 1 T+ 50mL
Mueller-hinton {% (MHB) HiE¥% (170rpm) ¥555% 24 & 28 /MbF. Mk B0 (23, 000xg, 30
A3, 4°C) UM A0 B F B AE 3 & 6mL MHB . UAE BV IF HIRCB 7E 80°CKis H
30 8. JEIDRE IEWISINE] 150mL SKA ) 99 % LB R E R R Shyive . F 4 PRk
EVTTERIE R I HAE L E oKk 2 EH, SR aifb OB R b 270 10mL £ HE #hk
It H58 38 LU B SR &M . I S8 £ 2 IF HLUR S 31 2 & 3mg/mL (KK .

[0207]  SET#] . PR/ BRI R AR A o O AR S A B AT TR 01 ATCC27853 £E MHB T
35°C TR FR A T 600nm (KW' 2 5 FHUE B -F AR T H5 < 8] 59 AH 9 14 40 T o VR B
PR Z) 1 X 10°% 6 X 10 °CFU/mL. E55 1 RAE 3 K, @5 AN ES 150meg/ke FRIERL
& (Baxter, Deerfield, TL) ¥ % Swiss /N BREWE o M 40 Mo D AESE 4 R, FHE
LmL ¥ 59 25 42025 il 1 00 25 9 vl 1 AU R 0. 05mL $EPp Ak B gL /N B o AE I
J& 24 /NN R BUAE BV 9T I HLAR R A — IRBUM IR (BID) , £F &8 24 /NI BY 48 /o L
AP S ERREFZ . A B SE ANGIT AR /D R AT b s (28X
W 5% SR LA AL/ RS ) IS R 3T, RIGTT/ANRA (n = 8) fEHIRRIT < Rikk
TRV e SR BB THE. A &G —IRIMERTEG 12 2 16 /M, 8l A A= B
WFEEWRIT B (n = 8) « LB VI NI HAE ImL LB K P31k (Pro200 #L2% sPro
Scientific, Monroe, CT) o £ IRIKIELE 10 (5B AE Muel ler—Hinton B8 AR, JF
BAER R A TSI, AT SRS/ R (n = 10) 7 REUZGL 819 K.
[0208]  SEHaAA]. 15 /)N BRI GUAR A o R SR S MO B 40 NHB7388A £ 50mL MHB H1 T
37TCNE® (170rpm) ¥i3F 24 3 28 /i, L B0 (23, 000xg, 30 48, 4°C ) AN E 41
Mt AL EAE 3 % oml MHB H. HF40E B AE i sh B R (1:10) BAF=AE4) 10°CFU/
mLo JEIEFE IR YLRT 4 KB G SRR 150-mg/ ke 775 A AT I e 288 7 5 BT g o M 4
sk 2D ke SEIN S AT R IR SR ST FEER 4 R, 78/ SR e Ge R S 0 R, A S Il J3 554
BEFERE dh AR A R D0 2N B FEIRYR ST 24 /N AR BUAE R H IR
A, B =R B 2 AR TR Z, H BLda 1k 758 15 P B3O A el 28 v 55 28 e ot
KEFREH . G — PRI G 12 216 /ANKE, A58/, 35 B4 e doaf 52 i 1
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[0209]  Giih =22 Hre 3l a o XF 2 — BRAG 38 VA A Mann—Whitney U A3 3674 (GraphPad
Prism, 4. 03 bt ) BHATAAIGHIGAHE THE M. AR <0.05 1) PAEZ Gt BE .

[0210]  SEHtEf] . AR AV RSB NRATE (PA) ThRISRRH R KZEREY. 18
BHES 835 19 Muller—-Hinton A% (CA-MHB) IR RPMI 53%3% (% H T EZ4IMuEs 3% ) .,
T SRS RIS 36 N H A TN R A PA e RORN 5256 = TR BRI MIC. 43 AE A
Phe-Arg- B — ZEE:BEf% (Pa BN, 50mg/L) T EGTA 5mM I H 22 A1 38 OM 58 38k o {5 FH 43
SRR HFE B R ATCC PAOL /E RS HE . PAL2 JEit ik 4 FhEER H 248 (MexAB MexCD-
MexEF . MexXY) G AR #E, PA403 A& Bk gmbD 4 Fhimi tl R Ge i 22 R I SE 30 = B bk . IR
TR ISV HZZ R ) — RS B E R EUR R 75 B PR T MIC M5E . 7£ MH 17 H B AE
A 10% 84 M7E K RPMI Br3f i (T HRZAME R 7 ) P EEAN A 3G N & 1 Mg K
MH 3%, 38 3 i A B B MIC. 871 EGTA (5mM) 1E LA (RIRAMNEEM: ), 3 A
ff ] Pa B N(50mg/L) 1ENAERe J Ry th il ). &R RHAER 1 .

[02111 %1

[0212]
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b = % B 4
Br WY g L e WA s DR an e R % g Sy i 4G % . ; f 7 B
EiE Rl A R R EEEEESERSEEES AR EEEEEREEIE. 0% b e
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&5 2 g 4 A WW b4 & & woy o % 8 % om omi v P
¢ % owow W L XK & oA s 2 o P ,
; " ; s 4 o . : P ¥
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[0216]
,,,,,,,,,,,,,,, T
TN ROl

TP [ TOTA JO T Pain [ TOTA
ERY IR T e TS
TR TN T TS
v BEEREERLES
T STRO TR s T o
CEMC01 (4 W0 | 1 [1] & |08

[0217]  fEPaBN 50mg/L BL EGTA 5mM IAFE/E T, %Ml 644 (CT) FHIMIC(mg/L) o (a) B4
T #E 5 (b) 143 1A MexAB—OprM.MexCD-OprJ MexEF-0prN, \MexXY—OprM BIIE RSk 5 (c)
A (MexAB-OprM) . A MexCD-Opr]) . A (MexEF-0prN) . A (MexJK) « A MexXY) . Xf-T- CA-MHB
HH¥) PAOL A1 PA12, BT 43— I MIC 3257, (E2 G SR AE RPMIT FRBRAE Pa B N [47AE T Ik, MIC
FAR (IE R T PA403 FOFSLEAIME ) o BGTA B CA-MHB AR Py BE K MIC FF HAE RPMT H
BABMAAE . CEM-101 723 H 22 0 7 KA AR PR R I H BN 2 7

[0218]  sEjitfsl. FEMEW KB MEAE N RS 155 8 24 i b, o CEM-101 E
B2 2 MR N 7 232 WA M R K (949 17 249 100 4511 CEM-101 HZIKF-.
CEM-101 FEZH 23 AR B, 3 ELJHF B S et R el e v DR B i X P O R A S FH TS T A
10 CEM-101 [¥MG 14 35207 ADME B 78 HP AR R IA . 24 LA 100mg/ke [ IRt FH I, 7E R A
MEPESI Y L EERIZ) 13 1 IR SRR R TRCR PR L] o £E DL 20mg/ ke #f K N 25 25 ), WL
SR EAR AT R, it / ML Le B AR R 17. 6, MR 6. 20 ZEFIE VLR W, Cmax il
AUC YE [ A 0. 022 ng/mL F10.04 g« h/mL % 19.6 1 g/mL 1 28.60 ug * h/mL. 7E 50 &
1600mg 71 & JE [, 3 CEM—101tmax M 1. 5 ZNEFIEINE] 6. 0 /NS, SIS /M 2. 2 /)
EIE N 9. 9 /NI,

[0219]  sLjEf. 434546 . CEM-101 RAFIRYCIE HAEH R o34 75K, 75 250mg/
kg/ KT, CEM=101 [-F¥ R RFA BN 5, ML) 17 F1 15 £5. fEME, 78 200mg/
kg/ FHIFETR, B FFR B R I 2 v B 1 503 F1 711 £% . oJEHh CEM-101 3R B 2% T
FERT AT AP R BRI, 4 3 R K SRR R IR B 1 5 A5 54 5K

[0220]  SEHEf. FPRET DL K5 AT B 2RI PR 2 A AT CEM-101 B4 S48 5 B AT 1 -
MRSA FITE ZUH i B /R A BB 136 1 - B4R 4L 2 S B W S R Mg AL = o B TRl
I, B (TREAE AR IR E R M A 1T ) 2252 eAR S R AT B R R VRRE ) SR AL
AR SR JR 8 [ TR AT MRSA DA B e Ath o B A it jl O I 8 1) i R AE o I e g e Wil e B2 RAE
PR B R B E A ME— 1R T IR BB AT AR 2 P2y A A N i i g itk . b Bdn—ik
1) 22 P T AR 22 PGB P B DA S e ) ) CF T AR < 3 1 PR BT O S 38 245 771

[0221]  7E4- % 7E Hershey Medical Center FJM CF TE K225 B4R S0P AT B W MRSA Al
VEZAR e RS QR B AR Ut Bk i DA R SRR R B A2 AT & R 441 CEM-101.
[0222]  BE#K. WWECA CF 2 P i) 83 70 B8 RSV A e Al e MO T (PR B R =
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BHPE ) AT A0MRSA (X — MM NS EEE ) M5 EHPAEE. 545, M Hershey Medical
Center 3R15 2 MEZAA SO E /R B [RE WM. T M@ bRt 5w o OB R 3
[B—NEPR . FEFTA AR AT MLVA DUk ZERHE P, IF BN T 78— DBV BUE & A AT
Kty . BERRGEIRATEAE —70°C G 2R 10 b B B4 A

[0223]  RUBMEIB. R CLST MR 7 v B — N B AR T CEM-101 A HoAth Lh 35
BRERI RIS MIC, FTL453R A Trek, Inc., Cleveland, OHo T i P [E IR, st CLST #
AT ) 5% R KB R MIC #8% (Time—kill macrobroth MIC dilution) .

[0224] B[RRI . EBEPAS MRSA BEAE I H5 IR 4 Fhf 22 PR M 1 — & U Bl [ 7
PRIz KB REIEA T R B 1) 2% K36 P A A B MIC 28 Al o 3l b AE MIC R & T MIC [ =
ANFREE R AVL T MIC I =R (1/2.1/4 F1 1/8x MIC) FHIZGVIRIZE FIHE 5X 10°
£ 5X 10% fu/mL FIHT UG R )R Sp A — Rl 2 8 K Bh 1% AR RS K h T 37°C
FFHE 0,36 12 51 24 /B i, T 7E 5 %6 J 2 11 B AE IR 2 11 K 5 4 2 B IR PAR AR et
ITARE L

[0225]  7EBHAT BRIRAL A W0 BRI AR I 1) 2% K 2 ) 4% CEM-101 S5FKR-REM ZAis =4
Eo MRBERVZEMIIMIC T 1 5 2 ANFBEAE (1/2X MIC 1 1/4X MIC) MIZH4E . S & Fmf
i) 2% K T340 bSO DR o 3 PP IR s i) % R A (9 B, DA AS I Rl 25 4)
A — i A 5 R 25t BRI AR K it 26, 110 5 — R 29 1 B v

[0226]  JEIEARMAETT VI MIC, BhIRIVE A S 3612 1 24 /NI 4 &5 S miE PR
42 18] cfu/mL A% = 210g,y, 3EHAE KT = 21og,,cfu/mL FIH A HIAEE T A2 YR 5L
EAR T WA . G 2D — PG4 DAAE SRS FH If AN I3 225 B2 i AR A 1) A K il 28
(K FEAFAE o FEPUVEFT B XN 36,12 F1 24 /NI R0 A 5 i s PR 4L 2 18] cfu/mL ()18
= 2logye, 7 HAERT = 21og,cfu/mL WA FIAFAE AT EWIEINEE KT oIahEf
Yo

[0227] 255 WHARIER A EROE S B E T . R 3 P 7 i &E A E
BREE (MRSA)MIC(u g/mL) .

[0228] K 3. FrELAYIXTHIRE CF [ 40 4~ MRSA BE ARS8 MIC (1 g/mL) o

[0229]

2%y I Fl MICy, MICq,
CEM-101 0.06- =16 0. 25 =16
HHER 0.5-1 0.5 1
BEhT 0.25-1 0.5 1
RIEER 0.5-1 0.5 1
B R 0. 12-0. 25 0.12 0.25
faER 1- =32 = 32 = 32
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[0230]

[0231]

[0232]

hiER 0.25- = 32 = 32 = 32
| 25 e fiz 1-4 2 2
P/ XEE T [0.25-1 0.5 1

CEM-101 HA X4 40 DM HI 21 A (52.5% ) (K35 (MICO. 06-0. 25) , 1M % i
HAREYMERIMIC > 16 v g/mL. /i HRZAEFHh 7 LAMIC 0. 25-1 HATE M, =0
MIC 1-4, EBHE T /1A T MIC 0.25-1. KEBAER (40 H 38 4) Mif 52 (> 32) Fi#r
HEFEMAEER. 4 PR IR E K E RS MIC /R HAESR 4 50 5 H, B ) R KK E
P MIC /R HHAER 6 .
x A FrAWAEX R B RPEA 44k B 1 2 MR SHE SN E K = WS
BEMIC(u g/mL)

2 a

CEM-10164

FKk+ 2 2-8

ZAiEZR 0.25-1.0

[0233] 5. Pratb VIR TR A EVEL 4L B H I 2 D2 E R ERE N KER

HFRBEMIC (1 g/mL)
[0234]

21 FLEREe!
CEM-101  [8-32

Bk R A |256

ZATER (128

[0235] R 6. Frafba¥oxt sk B % Pk a8 48 40 B 3 1 6 S AR I ) R KK E R

MIC(p g/mL)

[0236]
PR CEM-101  [ZAi&EZ BaoK R A2
SA 2230 0.125  [|4.0 32.0
SA 2232 0.125  |NT1° 64.0
PSAR 461 64.0 2.0 8.0

30
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PSAR 468 32.0 1.0 4.0
BCEP 953 8.0 128 512
BCEP 954 32.0 128 256

[0237]  °NT A%
[0238]  PIplH]R [E) % KB R HAESR 7 f13k 8 R,

[0239] K 7. WLE AR KIFAATS CEM101 FIRSMTE A A ISR .
[0240]

CEMOINENE RS CEMIOL R+ §
3k e 1R IR 3 L &b 12k 2dh
RS o ) 4 i {3 Q G £
FEF 3 3 3 & & 4 5
AR g 8 3 3 3 O

[0241]  °WF[E) & (ZNES)
[0242]  "EERKREL (DR EK )
[0243]  EIM[REI—NEE MRSA 2232) (MIC > 512 1 g/mL)

[0244] 3K 8. WA AR KIF A AT CEM101 FIRSMTE A S HIER .
[0245]

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, CEM SR ES CEAOl RS g

R &5 et R Y &h {3 24y

SAZINY L IND L OIND IND CLUIND L IND L BND L OIND
SARD

Sa2232 NTY NT NT NT IND | IND L IND L OSYN

RIS

32

PHARYGE NGy IND IND N INEVINE TANT TN

[0246]
CEMA O SHER CEMIDU R RS
PRARAGY IND IND INDY IR IND DIND CIND L IND

BCEROSY | IND | IND | ANT IND L IND ISP ANT L BND
RCEPRIY | IND | IND IND IND UIND LISh BN L BNp
[0247]  °“Bf[a) g1 (/A

[0248]  “IND- 25 ;SYN- Bp[RIE A sANT- F5 370k A

[0249]  °NT :RillA MIC>512 1 g/mL)

[0250] ] ELHR UL, £ (0.03/2) WEETS 24 /MR BT CEM-101/ 2485 24 T — 4> MRSA
BRI FIFE AT, R HAE 0. 06/32 1 g/mL R RIW T CEM-101/ FiK 1< B X T8 — MRSA F#%
IEMFITER o BT HoAd s (8] S5 RZH A5 06 2 4~ MRSA AR E 2 7. A T HIZATH 2=
R — AN MRSA T8 kR 095 R 2 H3E% B MIC(O512 ug/mL) o I CEM-101/ Fil kR EH 4
(16/4 v g/mL) , PN SRR BT B P 89— ANAE 12 /NI RIS SR A o A LAt s ) 15
AHARZH AR T 2 MRS ABCR M AR L2 7. PR CEM-101/ 245 8 2 Al CEM-101/ fa[>K
REHAE (7Hlh 2/64 F1 2/256 ug/mL) , ££ 12 /NI — NV Z0H v B /R 18 R TE 2 fE Tt
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FEFA HARRHE S A SR, 2 MERAA T E RS R ER L E R

[0251] A RKIAE ECFITA MRSA 45 5 2 [0 FUAH DS o 208 N R VR B B o AT 1
PRI FREORIS R B2V 2% AR M IR R 5 T A AR FE R . CEM-101 %4y
VB2 A MRSA BRI MICo 78323822 R MEAT B Th R R I RIFE T o 6T MRSA,
FIH S ZATEH R A CEM-101 WLEE] T X AR SA 2230 [WIlG R LA SKELI P FFEF o XF
T-MRSA SA 2230 (¥ FEFEH A EAER 1 .

[0252] St i B ARG G CEM-101 BRI N85 . WEAG CEM-101 X T A IR Bk 15
VRN i 28 1 B3 YR YT o FERT B LI PRIIE AL VP45 7 CEM-101 [A) b 52 AT (ELF) Al
fifl B (AM) RIS

[0253] 7592 130 A GAER CIRFZ 400mg CEM-101, FF4E 5 Ko 7E58 5 K, BRALN G AE
5B IH) & (52405 326,912 B 24 /NEF ) WP 1 NESZ B IR S A SR 2 N SO I
FEVE, LASRAS ELF A0 AM FE S (6 A AR / BT ) o 7E58 1 28 5 R AT LA & SEHhSE 5 Fl
6 REZy o MR AE S . AT LC/MS/MS B S A S HH i CEM-101. {8 A I 2% A1 ELF
IR ZARIE ELF CEM=101 3¢5 o W5 FHBRAN sl TR A 16 B0 P 1 i X 2 250418t 3 77 2%
(PK) AT T THE S 5 K AUCO-24. S74b, [ IR 44 PK ALY (PPM) e LKA ELF A (1) %F
RERT I ES 5 R AUCO-24. I 5 5 KU AUCO-24 43 FFEEFh L BT IK 5 K AUCO-24, T 5E
BE\ ELF F1 Am 9] CEM-101 fOfiti BB PE

[0254] 455 :CEM-101 B IF% 5% 7 ELE A AM. 78 8 s\ TR e FH 250 5 24 /NISERIsE
53¢ BEAREL, CEM-101 76 ELF (08 £% ) B AM(>180 £ ) HhiRS B & 2% . CEM-101
POt T H TIRIT 5 T RRIRGE B OC B 40 R AR I A I N S

[0255] st 3 FH R 1 /0N BRI B LA Y (1 B 34T CEM- 101 X0 28 BEER TR I 2544
BN 7157 - 25305 (PK-PD) 43 #r. 8 /N BRI A, 2552 5 CEM-101 % Hufidi 28 B R 1
HEE T X AL FREU) PK-PD 5 R R EEAR I 20 77 bl O E B2 AR (ELF) I PK-PD U]
=i

[0256]  J5¥F : MR YR F ) & Y5 A 0. 625 F 40mg/kg () CEM-101 [ {8 /) B 38 15
CEM-101PK $¢#5. 23t 24 /NmF (3 H/NER / IFTE) 25 ) e I 3% A BLF 3% H. 43 #fr CEM-101,
i AL AN BLE R L IE ELF IR o B NG 5 NIl R BBk B o B bk i —
AN [y o P R4 B/ /) SRR 28 18R H A CEM=101 & (0. 156 %2 160mg/kg) o
X 1A B REBEAT I E %] (Dose—fractionation) sfal At 4 A~4r BS#E LA%E 6 /NI — IR EK
12 /NIF—IR 177 220t F CEM—101. ] S-ADAPT 1. 56 vt PK ll PK-PD,

[0257] 455« HA AT —M AUA IR B8 77 1975 2 DA S LA L6 160 i B[] 1 PR B
(18 RO ORI 3 B AR A B R 1 LA ELF 24l (r2 = 0. 98 A1 0. 83, 43l AW 2
PR AE vs. FUEIKEE ) . ELF 58 ZWAFEE 25 () K (ET/NIH 91 8% HEH R
Z54 YAUCO-24 ELZ 3504 0. 22 1 2. 7, ELF 1 £ L3¢ AUCO-24 :MIC b 23] %% /7 ¢ B Fi
P (WFT ELF 1 £ 1L2¢ r2 = 0. 85) » ELF A1 / BRIL2E AUCO-24 :MIC bk 225 5 A0 T A A AT A
F2Ruk> 1 210g 10 B CFU P&/ 40504 1. 26 A1 1. 65.15. 1 1 6. 31 LA K 59. 8 Fl 12. 8.
AUCO-24:MIC bt 282 %F CEM-101 280 /711 HL 0 P PK-PD $54k. T X LG R K PK-PD H
PR AT AR R IE R B =

[0258]  SEHtf] . ASCHTIRAL AR IR H B AP A8 v M
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[0259]  Zfiffn. A ERAZAAR R U937 3K B 38 E A 7= IR H 0 (ATCC, Rockville, MD)
>k H COPD 35 1) PBMC 3% H Brompton P& Pt 3 Hilik AccuSPIN (Sigma-Aldrich) 45 . F4H
MAE 37T°CIIEA 5% COMMRIE R TR FRAEAN A 10 % I 17E (FBS) AT 1% L- 4 2k
Rl s a KR aa L (RPMI 1640) (sigma—Aldrich) w1, U937 4HMfE 5843 35 H vh it 5
#& T PMA (50ng/mL) 48 /NI 434k Akl B () B W 0 PR T 265 . JEL 5 o W e £ P S TRt P
ANMAFIE . MR 75 B MTT 2 M e di e s 1tk . i 954238 Royal Brompton Hospital
YRS i, I BLATA X G4 T - gy st 1.

[0260]  ZH M AR a0 DA I HEA f] & 441 R EX) (Kobayashi %, 2011) o f&] Bbth i,
15 B RIPA 22003 (50mM Tris HC1 pH 7.4,0.5% NP—40,0. 25% i % IEFR4H, 150mM
NaCl, EA BN K 584 5 A B HIFIVE A% (Roche, Mannheim, Germany) ) il 2441 i 25 A
JRIREUY) . 1 BCA Protein Assay (Thermo Fisher Scientific,Waltham, MA) Jl|5E & A
IR E o

[0261]  4H g X 7 ELISA. @ 1L 32 .0 ELISA R 45 il & 7 Ui ¥ 4 (R&D Systems
Europe, Abingdon, UK) #4540 jas% 754 LG INF a FI TL-8 (KK .

[0262] P it vk, Wk B R s N B MMPO BEVE MR, B AR FIER S E
Laemli #£ /i 22 /f Y& (Bio—Rad, Hertfordshire, UK) % % JF H 3 4% 3| Novex® 10 %
Zymogram (Gelatin) #&fi¢ (Invitrogen Ltd,Paisley, UK) F. H3KJG, BEHERH Novex®
BEAE 52 2 PP (Invitrogen) 76 %0 T B ANEELE 30 2 8h o HER SR 5 72 Novex ® i i
M (Invitrogen) W T =i FiEWE 30 28, 2 JHERMEMB P T 3STCHRITE .
W )5, Colloidal Blue Staining Kit (Invitrogen) X #EH 4y i DAE I IHE 4671
[0263] NF-xB 3% k. ffi H TransAM NF-xB p65 4+ #1 ik # £ (Active
Motif, Inc., Carlsbad, CA) 3 % il & 7 19 Ui BH ) 52 NF-x B {9 3& T (NF-x B &5 & 7 1) (1
p65 L5 ATETE ) o HH PMA 234K HK U937 40 il 2 4 ZH L B2 B4 , 7210 5 Hh B Aig U 5
20 u Lo &5 H 450nm ()40 606 BEROGTER T , LA 656nm {EAZH K.

[0264] St OHr. ERFRNFENE £SEM. F ] Student’ s t ¥ EEL Wilcoxon 575
FRAG B8 HEAT T 0B (1 BB o JE e BB DRI ANOVA 34T 2 LU, R TR BT 5%
(Dunnett’s) .p<0. 05 A N ZE T B E W AF H Prism 4. 0 (GraphPad Software Inc., San
Diego, CA) VIR KH PBEISN T 4H i KB MMPO 2 7 AL (1) TCofEL (50 Y6 HINHIASE ) o

[0265]  CEM-101 7E U937 4 P BT 28 2R - LPS 225 3 1 PMA 43 4L 10 U937 4 g TNF a
A IL-8 =4 (TNFa , LPS H1 63. 1£2. 6 F5AHE T AR HIBH ;CXCL8, LPS H 2. 040. 1 £%
FHEL T R AB 40, 0 = 3) » CEM-101 7F 100 uM 2341 TNF a 1 CXCL8 % (& 3 A1
Kl 4) . BRI BRI (333 uM) TR AT INFa H1 IL8 35 [\ B2 AR, H
A TR A TR IFAIEEAT. BAFERA 100 w M T AHH] TNF a H1 CXCL8 174 .
CEM-101 %} TNF a F CXCL8 BRI 1C, BN 41, 6 1.9 uM A 78. 249. 5 u M, fE T vidr
T2 (1C,, AT INFa A 426.3163.9 uM, X CXCL8 Ny 506.5+44. 0 uM) (£ 9).

[0266]  EAE U937 A iF 5 7 KFR A R S0 T MMPO 5 12 1) 250 R, FE A PMA Jill 3 2%
P (S5 RMBAHEL PMA 9 9.942.0 f%, n = 3) . CEM-101 %3 B AKX MMP9 3 11, 1C,0 N
14.9£3. 1uM(E 2 f1R 9) « MHELZ TR, v fu 5 2= A F &7 8 = R I H v CEM-101 1 1/10
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CN 105163785 A w B P 30/30 T
IR R, MA B R AR ERE (K2 /% 9) . BHEZ WHNH MMPO v, (H 2 /N
CEM-101 FIFERE, IC,u N 97.9 u M,

[0267] 3R 9. HRIRPERSEXTT U937 4Hfurh LPS 15 5 (%) TL-8 Fll TNF a FEHURI PMA 75 511
MMP9 Vi A4, PRI 1) 285 R
[0268]

Hsa (D

FTHELX  Hfd Lese NFEE 28R

LR e a8t

182 5064 Eﬁ%ﬁf
e ‘ - ARE
;ﬁ; $59 TNRg a6 4363
B
-;é% PHMME 148 P80 a2t N

[0269] NE : TCRGE
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