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CAPPED PYRAZINOYLGUANIDINE SODIUM 
CHANNEL BLOCKERS 

CONTINUING APPLICATION DATA 

[0001] This application claims bene?t of US. Provisional 
Application Ser. No. 60/495,725, ?led onAug. 18, 2003, and 
incorporated herein by reference in its entirety 

BACKGROUND OF THE INVENTION 

[0002] 1. Field of the Invention 
[0003] The present invention relates to sodium channel 
blockers. The present invention also includes a variety of 
methods of treatment using these inventive sodium channel 
blockers. 
[0004] 2. Description of the Background 
[0005] The mucosal surfaces at the interface betWeen the 
environment and the body have evolved a number of “innate 
defense”, i.e., protective mechanisms. A principal form of 
such innate defense is to cleanse these surfaces With liquid. 
Typically, the quantity of the liquid layer on a mucosal surface 
re?ects the balance betWeen epithelial liquid secretion, often 
re?ecting anion (Cl' and/or HCO3_) secretion coupled With 
Water (and a cation counter-ion), and epithelial liquid absorp 
tion, often re?ecting Na+ absorption, coupled With Water and 
counter anion (Cl' and/or HCO3_). Many diseases of mucosal 
surfaces are caused by too little protective liquid on those 
mucosal surfaces created by an imbalance betWeen secretion 
(too little) and absorption (relatively too much). The defective 
salt transport processes that characterize these mucosal dys 
functions reside in the epithelial layer of the mucosal surface. 
[0006] One approach to replenish the protective liquid layer 
on mucosal surfaces is to “re-balance” the system by blocking 
Na+ channel and liquid absorption. The epithelial protein that 
mediates the rate-limiting step of Na+ and liquid absorption is 
the epithelial Na+ channel (ENaC). ENaC is positioned on the 
apical surface of the epithelium, i.e. the mucosal surface 
environmental interface. Therefore, to inhibit ENaC medi 
ated Na+ and liquid absorption, an ENaC blocker of the 
amiloride class (Which blocks from the extracellular domain 
of ENaC) must be delivered to the mucosal surface and, 
importantly, be maintained at this site, to achieve therapeutic 
utility. The present invention describes diseases characterized 
by too little liquid on mucosal surfaces and “topical” sodium 
channel blockers designed to exhibit the increased potency, 
reduced mucosal abosrption, and sloW dissociation (“unbind 
ing” or detachment) from ENaC required for therapy of these 
diseases. 
[0007] Chronic bronchitis (CB), including the most com 
mon lethal genetic form of chronic bronchitis, cystic ?brosis 
(CF), are diseases that re?ect the body’s failure to clear mucus 
normally from the lungs, Which ultimately produces chronic 
airWays infection. In the normal lung, the primary defense 
against chronic intrapulmonary airWays infection (chronic 
bronchitis) is mediated by the continuous clearance of mucus 
from bronchial airWay surfaces. This function in health effec 
tively removes from the lung potentially noxious toxins and 
pathogens. Recent data indicate that the initiating problem, 
i.e., the “basic defect,” in both CB and CF is the failure to clear 
mucus from airWay surfaces. The failure to clear mucus 
re?ects an imbalance betWeen the amount of liquid and mucin 
on airWay surfaces. This “airWay surface liquid” (ASL) is 
primarily composed of salt and Water in proportions similar to 
plasma (i.e., isotonic). Mucin macromolecules organiZe into 
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a Well de?ned “mucus layer” Which normally traps inhaled 
bacteria and is transported out of the lung via the actions of 
cilia Which beat in a Watery, loW viscosity solution termed the 
“periciliary liquid” (PCL). In the disease state, there is an 
imbalance in the quantities of mucus as ASL on airWay sur 
faces. This results in a relative reduction in ASL Which leads 
to mucus concentration, reduction in the lubricant activity of 
the PCL, and a failure to clear mucus via ciliary activity to the 
mouth. The reduction in mechanical clearance of mucus from 
the lung leads to chronic bacterial coloniZation of mucus 
adherent to airWay surfaces. It is the chronic retention of 
bacteria, the failure of local antimicrobial substances to kill 
mucus-entrapped bacteria on a chronic basis, and the conse 
quent chronic in?ammatory responses of the body to this type 
of surface infection, that lead to the syndromes of CB and CF. 

[0008] The current af?icted population in the US. is 
12,000,000 patients With the acquired (primarily from ciga 
rette smoke exposure) form of chronic bronchitis and 
approximately 30,000 patients With the genetic form, cystic 
?brosis. Approximately equal numbers of both populations 
are present in Europe. In Asia, there is little CF but the 
incidence of CB is high and, like the rest of the World, is 
increasing. 
[0009] There is currently a large, unmet medical need for 
products that speci?cally treat CB and CF at the level of the 
basic defect that cause these diseases. The current therapies 
for chronic bronchitis and cystic ?brosis focus on treating the 
symptoms and/or the late effects of these diseases. Thus, for 
chronic bronchitis, [3-agonists, inhaled steroids, anti-cholin 
ergic agents, and oral theophyllines and phosphodiesterase 
inhibitors are all in development. HoWever, none of these 
drugs treat effectively the fundamental problem of the failure 
to clear mucus from the lung. Similarly, in cystic ?brosis, the 
same spectrum of pharmacologic agents is used. These strat 
egies have been complemented by more recent strategies 
designed to clear the CF lung of the DNA (“PulmoZyme”; 
Genentech) that has been deposited in the lung by neutrophils 
that have futilely attempted to kill the bacteria that groW in 
adherent mucus masses and through the use of inhaled anti 
biotics (“TOBI”) designed to augment the lungs’ oWn killing 
mechanisms to rid the adherent mucus plaques of bacteria. A 
general principle of the body is that if the initiating lesion is 
not treated, in this case mucus retention/obstruction, bacterial 
infections became chronic and increasingly refractory to anti 
microbial therapy. Thus, a major unmet therapeutic need for 
both CB and CF lung diseases is an effective means of re 
hydrating airWay mucus (i.e., restoring/expanding the vol 
ume of the ASL) and promoting its clearance, With bacteria, 
from the lung. 
[0010] R. C. Boucher, in US. Pat. No. 6,264,975, describes 
the use of pyraZinoylguanidine sodium channel blockers for 
hydrating mucosal surfaces. These compounds, typi?ed by 
the Well-knoWn diuretics amiloride, benZamil, and phenamil 
are effective. HoWever, these compounds suffer from the 
signi?cant disadvantage that they are (l) relatively impotent, 
Which is important because the mass of drug that can be 
inhaled by the lung is limited; (2) rapidly absorbed, Which 
limits the half-life of the drug on the mucosal surface; and (3) 
are freely dissociable from ENaC. The sum of these disad 
vantages embodied in these Well knoWn diurectics produces 
compounds With insu?icient potency and/or effective half 
life on mucosal surfaces to have therapeutic bene?t for 
hydrating mucosal surfaces. 
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[0011] Clearly, What is needed are drugs that are more 
effective at restoring the clearance of mucus from the lungs of 
patients With CB/ CF. The value of these neW therapies Will be 
re?ected in improvements in the quality and duration of life 
for both the CF and the CB populations. 
[0012] Other mucosal surfaces in and on the body exhibit 
subtle differences in the normal physiology of the protective 
surface liquids on their surfaces but the pathophysiology of 
disease re?ects a common theme, i.e., too little protective 
surface liquid. For example, in xerostomia (dry mouth) the 
oral cavity is depleted of liquid due to a failure of the parotid 
sublingual and submandibular glands to secrete liquid despite 
continued Na+ (ENaC) transport mediated liquid absorption 
from the oral cavity. Similarly, keratoconjunctivitis sira (dry 
eye) is caused by failure of lacrimal glands to secrete liquid in 
the face of continued Na+ dependent liquid absorption on 
conjunctional surfaces. In rhinosinusitis, there is an imbal 
ance, as in CB, betWeen mucin secretion and relative ASL 
depletion. Finally, in the gastrointestinal tract, failure to 
secrete Cli (and liquid) in the proximal small intestine, 
combined With increased Na+ (and liquid) absorption in the 
terminal ileum leads to the distal intestinal obstruction syn 
drome (DIOS). In older patients excessive Na+ (and volume) 
absorption in the descending colon produces constipation and 
diverticulitis. 
[0013] Fifty millionAmericans and hundreds of millions of 
others around the World suffer from high blood pres sure and 
the subsequent sequale leading to congestive heart failure and 
increasing mortality. It is the Western World’s leading killer 
and there is a need there for neW medicines to treat these 
diseases. Thus, in addition, some of the novel sodium channel 
blockers of this invention can be designed to target the kidney 
and as such they may be used as diuretics for the treatment of 
hypertension, congestive heart failure (CHF) and other car 
diovascular diseases. These neW agents may be used alone or 
in combination With beta-blockers, ACE inhibitors, HMG 
CoA reductase inhibitors, calcium channel blockers and other 
cardiovascular agents. 

SUMMARY OF THE INVENTION 

[0014] It is an object of the present invention to provide 
compounds that are more potent and/or absorbed less rapidly 
from mucosal surfaces, and/or are less reversible as compared 
to knoWn compounds. 
[0015] It is another aspect of the present invention to pro 
vide compounds that are more potent and/or absorbed less 
rapidly and/ or exhibit less reversibility, as compared to com 
pounds such as amilorde, benZamil, and phenamil. Therefore, 
the compounds Will give a prolonged pharmacodynamic half 
life on mucosal surfaces as compared to knoWn compounds. 
[0016] It is another object of the present invention to pro 
vide compounds Which are (l) absorbed less rapidly from 
mucosal surfaces, especially airWay surfaces, as compared to 
knoWn compounds and; (2) When absorbed from musosal 
surfaces after administration to the mucosal surfaces, are 
converted in vivo into metabolic derivitives thereof Which 
have reduced e?icacy in blocking sodium channels as com 
pared to the administered parent compound. It is another 
object of the present invention to provide compounds that are 
more potent and/or absorbed less rapidly and/ or exhibit less 
reversibility, as compared to compounds such as amiloride, 
benZamil, and phenamil. Therefore, such compounds Will 
give a prolonged pharmacodynamic half-life on mucosal sur 
faces as compared to previous compounds. 
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[0017] It is another object of the present invention to pro 
vide compounds that target the kidney for use in the treatment 
of cardiovascular disease. 
[0018] It is another object of the present invention to pro 
vide methods of treatment that take advantage of the pharma 
cological properties of the compounds described above. 
[0019] In particular, it is an object of the present invention 
to provide methods of treatment Which rely on rehydration of 
mucosal surfaces. 
[0020] In particular, it is an object of the present invention 
to provide methods of treating cardiovascular disease. 
[0021] The objects of the present invention may be accom 
plished With a class of pyraZinoylguanidine compounds rep 
resented by formula (I): 

(I) 
O 

1 NHRl R3 
x 6 N 2 | / 

\ N=C—N 

5| \ 4 
/3 R 

Y if NHRZ 

Wherein 
[0022] X is hydrogen, halogen, tri?uoromethyl, loWer 
alkyl, unsubstituted or substituted phenyl, loWer alkyl-thio, 
phenyl-loWer alkyl-thio, loWer alkyl-sulfonyl, or phenyl 
loWer alkyl-sulfonyl; 
[0023] Y is hydrogen, hydroxyl, mercapto, loWer alkoxy, 
loWer alkyl-thio, halogen, loWer alkyl, unsubstituted or sub 
stituted mononuclear aryl, or iN(R2)2; 
[0024] R1 is hydrogen or loWer alkyl; 
[0025] each R2 is, independently, iR7, i(CH2)m4OR8, 
i(CH2)miNR7RlO, i(CH2)n(CHOR8)(CHOR8)ni 
CHZORS, i(CH2CH2O)miR8, i(CH2CH2O)mi 

[0026] R3 and R4 are each, independently, hydrogen, a 
group represented by formula (A), loWer alkyl, hydroxy 
loWer alkyl, phenyl, phenyl-loWer alkyl, (halophenyl)-loWer 
alkyl, loWer-(alkylphenylalkyl), loWer (alkoxyphenyl)-loWer 
alkyl, naphthyl-loWer alkyl, or pyridyl-loWer alkyl, With the 
proviso that at least one of R3 and R4 is a group represented by 
formula (A): 
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[0028] 
[0029] each p is an integer from 0 to 10; 
[0030] With the proviso that the sum of o and p in each 
contiguous chain is from 1 to 10; 

[0031] each X is, independently, O, NRIO, C(:O), CHOH, 
C(:NiR1O), CHNR7R1O, or represents a single bond; 
[0032] Wherein each R5 is, independently, Link i(CH2) 
n4CAP, Link i(CH2)n(CHOR8)(CHOR8)n-CAP, Link 
i(CH2CH2O)m4CH2-CAP, Link i(CH2CH2O)mi 
CH2CH2-CAP, Link i(CH2)n-(Z)g-CAP, Link i(CH2)n(Z) 
g-(CH2)M4CAP, Link i(CH2)niNR134CH2(CHOR8) 
(CHOR8)n-CAP, Link i(CH2)ni(CHOR8)mCH2iNRl3 
(Z)g-CAP, Link i(CH2)nNRl3i(CH2)m(CHOR8) 
nCH2NRl3-(Z)g-CAP, Link i(CH2)m-(Z)g-(CH2)m-CAP, 
Link iNH4C(:O)iNHi(CH2)m-CAP, Link i(CH2) 
miC(:O)NRl3i(CH2)m4C(:O)NRlORlO, Link 
i(CH2)m4C(:O)NRl3i(CH2)m-CAP, Link i(CH2)mi 
C(:O)NRURU, Link i(CH2)m4C(:O)NRl2Rl2, Link 
i(CH2)n-(Z)g-(CH2)m-(Z)g-CAP, Link-Zg-(CH2)m-Het 
(CH2)m-CAP. 
[0033] each Link is, independently, iOi, i(CH2)ni, 
iO(CH2)mi, iNRl34C(:O)iNRl3, iNRl34C 
(:OHCHQF,*C(:0)NR1L(CH2)W *(CHZxq-Zg 
(CH2)n, iSi, iSOi, iSOZi, iSO2NR7i, 
iSOZNRIO, or -Het-; 
[0034] each CAP is, independently, thiaZolidinedione, 
oXaZolidinedione, heteroaryl-C(:O)N RBRB, heteroaryl 
W, 4CN, 4OiC(:S)NRl3Rl3, -Z R13, iCRlO(ZgRl3) 
(ZgRB), 4C(:O)OAr, iC(:O)NR§3Ar, imidaZoline, tet 
raZole, tetraZole amide, iSO2NHRl3, iSO2NH4C 
(Rl3Rl3)-(Z)gRl3, a cyclic sugar or oligosaccharide, a cyclic 
amino sugar or oligosaccharide, 

each 0 is, independently, an integer from 0 to 10; 

O 

NRBRB, or 
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-continued 

NR13 

each Ar is, independently, phenyl, substituted phenyl, 
Wherein the substituents of the substituted phenyl are l-3 
substituents independently selected from the group consist 
ing of OH, OCH3, NRBRB, Cl, F, and CH3, or heteroaryl, 
[0035] each W is independently, thiaZolidinedione, oxaZo 
lidinedione, heteroaryl-C(:O)NRI3RI3, 4CN, iO4C 

(:S)NRI3RI3’ _ZgRl3’ iCRlO(ZgRl3)(ZgRl3)’ OAr, 4C(:O)NRl3Ar, imidaZoline, tetraZole, tetraZole 
amide, iSO2NHR13 , iSO2NHiC(Rl3Rl3)-(Z)g-Rl3, a 
cyclic sugar or oligosaccharide, a cyclic amino sugar or oli 
gosaccharide, 

0 

NR13 
N\ 

NRBRB, or 

\C>_CONR13R13; NR13 

[0036] Where When tWo R6 are iORll and are located 
adjacent to each other on a phenyl ring, the alkyl moieties of 
the tWo R6 may be bonded together to form a methylenedioxy 
group; With the proviso that When at least tWo 4CH2OR8 are 
located adjacent to each other, the R8 groups may be joined to 
form a cyclic mono- or di-substituted 1,3-dioxane or 1,3 
dioxolane, 
[0037] each R7 is, independently, hydrogen loWer alkyl, 
phenyl, substituted phenyl or 4CH2(CHOR)8miRlO; 
[0038] each R8 is, independently, hydrogen, loWer alkyl, 
4C(:O)iRll, glucuronide, 2-tetrahydropyranyl, or 
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0 0R11 

000R11 
0 

l l . 

/o OCOR , 

0001111 

[0039] each R9 is, independently, iCO2R13 , 4CON(R13) 

[0040] each R10 is, independently, iH, iSO2CH3, 
iCOZRB, %(:O)NRI3RI3, %(:O)Rl3, or (CH2)mi 
(CHOH)M%H2OH; 
[0041] each Z is, independently, CHOH, C(:O), i(CH2) 
"i, CHNRBRB, C:NRI3, or NR”; 
[0042] each R11 is, independently, lower alkyl; 
[0043] each R12 is independently, iSO2CH3, 4CO2Rl3, 
iC(:O)NRl3Rl3, %(:O)Rl3, or %H2i(CHOH)ni 
CHZOH; 
[0044] each R13 is, independently, hydrogen, R7, R10, 

— (“12x0 V, 

a 

[0045] With the proviso that NRl3 R13 can be joined on itself 
to form a ring comprising one of the following: 

1 

I 
K 
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-continued 

1 

I 

each Het is independently, iNRB, iSi, iSOi, or 
iSOZi; ADi, iSO2NRl3i, iNHsOzi, 
iNRBCOi, or %ONRl3i; 
[0046] each g is, independently, an integer from 1 to 6; 
[0047] each m is, independently, an integer from 1 to 7; 
[0048] each n is, independently, an integer from 0 to 7; 

[0049] each Q is, independently, CiRS, CiR6, or a nitro 
gen atom, Wherein at most three Q in a ring are nitrogen 
atoms; 
[0050] eachV is, independently, 

With the proviso that WhenV is attached directly to a nitrogen 
atom, thenV can also be, independently, R7, R10, or (R11)2; 
[0051] Wherein for any of the above compounds When tWo 
4CH2OR8 groups are located 1,2- or 1,3- With respect to 
each other the R8 groups may be joined to form a cyclic mono 
or di-substituted 1,3-dioxane or 1,3-dioxolane; 

[0052] Wherein any of the above compounds can be a phar 
maceutically acceptable salt thereof, and Wherein the above 
compounds are inclusive of all enantiomers, diastereomers, 
and racemic mixtures thereof. 

[0053] The present invention also provides pharmaceutical 
compositions Which contain a compound described above. 

[0054] The present invention also provides a method of 
promoting hydration of mucosal surfaces, comprising: 
[0055] administering an effective amount of a compound 
represented by formula (I) to a mucosal surface of a subject. 
[0056] The present invention also provides a method of 
restoring mucosal defense, comprising: 
[0057] topically administering an effective amount of com 
pound represented by formula (I) to a mucosal surface of a 
subject in need thereof. 
[0058] The present invention also provides a method of 
blocking ENaC, comprising: 
[0059] contacting sodium channels With an effective 
amount of a compound represented by formula (I). 
[0060] The present invention also provides a method of 
promoting mucus clearance in mucosal surfaces, comprising: 
[0061] administering an effective amount of a compound 
represented by formula (I) to a mucosal surface of a subject. 



US 2008/0176863 A1 

[0062] The present invention also provides a method of 
treating chronic bronchitis, comprising: 
[0063] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0064] The present invention also provides a method of 
treating cystic ?brosis, comprising: 
[0065] administering an effective amount of compound 
represented by formula (I) to a subject in need thereof. 
[0066] The present invention also provides a method of 
treating rhinosinusitis, comprising: 
[0067] administering an effective amount of a compound 
represented by a formula (I) to a subject in need thereof. 
[0068] The present invention also provides a method of 
treating nasal dehydration, comprising: 
[0069] administering an effective amount of a compound 
represented by formula (I) to the nasal passages of a subject in 
need thereof. 
[0070] In a speci?c embodiment, the nasal dehydration is 
brought on by administering dry oxygen to the subject. 
[0071] The present invention also provides a method of 
treating sinusitis, comprising: 
[0072] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0073] The present invention also provides a method of 
treating pneumonia, comprising: 
[0074] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0075] The present invention also provides a method of 
preventing ventilator-induced pneumonia, comprising: 
[0076] administering an effective compound represented 
by formula (I) to a subject by means of a ventilator. 
[0077] The present invention also provides a method of 
treating asthma, comprising: 
[0078] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0079] The present invention also provides a method of 
treating primary ciliary dyskinesia, comprising: 
[0080] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0081] The present invention also provides a method of 
treating otitis media, comprising: 
[0082] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0083] The present invention also provides a method of 
inducing sputum for diagnostic purposes, comprising: 
[0084] administering an effective amount of compound 
represented by formula (I) to a subject in need thereof. 
[0085] The present invention also provides a method of 
treating chronic obstructive pulmonary disease, comprising: 
[0086] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0087] The present invention also provides a method of 
treating emphysema, comprising: 
[0088] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0089] The present invention also provides a method of 
treating dry eye, comprising: 
[0090] administering an effective amount of a compound 
represented by formula (I) to the eye of the subject in need 
thereof. 
[0091] The present invention also provides a method of 
promoting ocular hydration, comprising: 
[0092] administering an effective amount of a compound 
represented by formula (I) to the eye of the subject. 
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[0093] The present invention also provides a method of 
promoting corneal hydration, comprising: 
[0094] administering an effective amount of a compound 
represented by formula (I) to the eye of the subject. 
[0095] The present invention also provides a method of 
treating Sjogren’s disease, comprising: 
[0096] administering an effective amount of compound 
represented by formula (I) to a subject in need thereof. 
[0097] The present invention also provides a method of 
treating vaginal dryness, comprising: 
[0098] administering an effective amount of a compound 
represented by formula (I) to the vaginal tract of a subject in 
need thereof. 
[0099] The present invention also provides a method of 
treating dry skin, comprising: 
[0100] administering an effective amount of a compound 
represented by formula (I) to the skin of a subject in need 
thereof. 
[0101] The present invention also provides a method of 
treating dry mouth (Xerostomia), comprising: 
[0102] administering an effective amount of compound 
represented by formula (I) to the mouth of the subject in need 
thereof. 
[0103] The present invention also provides a method of 
treating distal intestinal obstruction syndrome, comprising: 
[0104] administering an effective amount of compound 
represented by formula (I) to a subject in need thereof. 
[0105] The present invention also provides a method of 
treating esophagitis, comprising: 
[0106] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0107] The present invention also provides a method of 
treating constipation, comprising: 
[0108] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. In one 
embodiment of this method, the compound is administered 
either orally or via a suppository or enema. 
[0109] The present invention also provides a method of 
treating chronic diverticulitis comprising: 
[0110] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0111] The present invention also provides a method of 
treating hypertension, comprising administering the com 
pound represented by formula (I) to a subject in need thereof. 
[0112] The present invention also provides a method of 
reducing blood pressure, comprising administering the com 
pound represented by formula (I) to a subject in need thereof. 
[0113] The present invention also provides a method of 
treating edema, comprising administering the compound rep 
resented by formula (I) to a subject in need thereof. 
[0114] The present invention also provides a method of 
promoting diuresis, comprising administering the compound 
represented by formula (I) to a subject in need thereof. 
[0115] The present invention also provides a method of 
promoting natriuresis, comprising administering the com 
pound represented by formula (I) to a subject in need thereof. 
[0116] The present invention also provides a method of 
promoting saluresis, comprising administering the com 
pound represented by formula (I) to a subject in need thereof. 

DETAILED DESCRIPTION OF THE INVENTION 

[0117] The present invention is based on the discovery that 
the compounds of formula (I) are more potent and/or, 
absorbed less rapidly from mucosal surfaces, especially air 
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Way surfaces, and/or less reversible from interactions With 
ENaC as compared to compounds such as amiloride, ben 
Zamil, and phenamil. Therefore, the compounds of formula 
(I) have a longer half-life on mucosal surfaces as compared to 
these compounds. 
[0118] The present invention is also based on the discovery 
that certain compounds embraced by formula (I) are con 
verted in vivo into metabolic derivatives thereof that have 
reduced e?icacy in blocking sodium channels as compared to 
the parent administered compound, after they are absorbed 
from mucosal surfaces after administration. This important 
property means that the compounds Will have a loWer ten 
dency to cause undesired side-effects by blocking sodium 
channels located at untargeted locations in the body of the 
recipient, e. g., in the kidneys. 
[0119] The present invention is also based on the discovery 
that certain compounds embraced by formula (I) target the 
kidney and thus may be used as cardiovascular agents. 
[0120] In the compounds represented by formula (I), X may 
be hydrogen, halogen, tri?uoromethyl, loWer alkyl, loWer 
cycloalkyl, unsubstituted or substituted phenyl, loWer alkyl 
thio, phenyl-loWer alkyl-thio, loWer alkyl-sulfonyl, or phe 
nyl-loWer alkyl-sulfonyl. Halogen is preferred. 
[0121] Examples of halogen include ?uorine, chlorine, 
bromine, and iodine. Chlorine and bromine are the preferred 
halogens. Chlorine is particularly preferred. This description 
is applicable to the term “halogen” as used throughout the 
present disclosure. 
[0122] As used herein, the term “loWer alkyl” means an 
alkyl group having less than 8 carbon atoms. This range 
includes all speci?c values of carbon atoms and subranges 
there betWeen, such as 1,2, 3, 4, 5, 6, and 7 carbon atoms. The 
term “alkyl” embraces all types of such groups, e.g., linear, 
branched, and cyclic alkyl groups. This description is appli 
cable to the term “loWer alkyl” as used throughout the present 
disclosure. Examples of suitable loWer alkyl groups include 
methyl, ethyl, propyl, cyclopropyl, butyl, isobutyl, etc. 
[0123] Substituents for the phenyl group include halogens. 
Particularly preferred halogen substituents are chlorine and 
bromine. 
[0124] Y may be hydrogen, hydroxyl, mercapto, loWer 
alkoxy, loWer alkyl-thio, halogen, loWer alkyl, loWer 
cycloalkyl, mononuclear aryl, or iN(R2)2. The alkyl moiety 
of the loWer alkoxy groups is the same as described above. 
Examples of mononuclear aryl include phenyl groups. The 
phenyl group may be unsubstituted or substituted as 
described above. The preferred identity of Y is iN(R2)2. 
Particularly preferred are such compounds Where each R2 is 
hydrogen. 
[0125] R1 may be hydrogen or loWer alkyl. Hydrogen is 
preferred for R1. 
[0126] Each R2 may be, independently, iR7, (CH2)mi 
0R8, i(CH2)miNR7R1O, i(CH2)n(CHOR8)(CHOR8)ni 
CH2OR8, i(CH2CH2O)miR8, i(CH2CH2O)mi 
CH2CH2NR7RIO, i(CH2)n4C(:O)NR7RlO, i(CH2)n 
Zg-R7, i(CH2)miNRlOiCH2(CHOR8)(CHOR8)ni 
CH2OR8, i(CH2)niCO2R7, or 
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[0127] Hydrogen and loWer alkyl, particularly C l-C3 alkyl 
are preferred for R2. Hydrogen is particularly preferred. 

[0128] R3 and R4 may be, independently, hydrogen, a group 
represented by formula (A), loWer alkyl, hydroxy loWer alkyl, 
phenyl, phenyl-loWer alkyl, (halophenyl)-loWer alkyl, loWer 
(alkylphenylalkyl), loWer (alkoxyphenyl)-loWer alkyl, naph 
thyl-loWer alkyl, or pyridyl-loWer alkyl, provided that at least 
one of R3 and R4 is a group represented by formula (A). 

[0129] Preferred compounds are those Where one of R3 and 
R4 is hydrogen and the other is represented by formula (A). 

[0130] In formula (A), the moiety i(C(RL)2)0-x-(C(RL)2) 
Pi de?nes an alkylene group bonded to the aromatic ring. 
The variables 0 and p may each be an integer from 0 to 10, 
subject to the proviso that the sum of o and p in the chain is 

from 1 to 10. Thus, 0 andp may each be 0, 1,2,3, 4, 5, 6, 7, 
8, 9, or 10. Preferably, the sum ofo and p is from 2 to 6. In a 
particularly preferred embodiment, the sum of o and p is 4. 

[0131] The linking group in the alkylene chain, x, may be, 
independently, O, NRIO, C(:O), CHOH, C(:NiR1O), 
CHNR7RIO, or represents a single bond; 

[0132] Therefore, When x represents a single bond, the 
alkylene chain bonded to the ring is represented by the for 
mula i(C(RL)2)0+Pi, in Which the sum o+p is from 1 to 10. 

[0133] Each RL may be, independently, iR7, i(CH2)ni 
0R8, iOi(CH2)miOR8, i(CH2)niNR7RlO, iOi 
(CH2)miNR7RlO, i(CH2)n(CHOR8)(CHOR8)ni 
CHZORS, A)i(CH2)m(CHOR8)(CHOR8)niCH2OR8, 
i(CH2CH2O)miR8, Oi(CH2CH2O)miR8, 
i(CH2CH2O)miCH2CH2NR7RlO, A)i(CH2CH2O)mi 
CH2CH2NR7RlO, i(CH2)n%(:O)NR7RlO, A)i(CH2) 
M%(:O)NR7RIO, i(CH2)n-(Z)g-R7, A)i(CH2)m-(Z)g 
R7, i(CH2)niNRlOiCH2(CHOR8)(CHOR8)ni 
CHZORS, A)i(CH2)miNRlOiCH2(CHOR8)(CHOR8) 
niCHzORs, i(CH2)n%O2R7, A)i(CH2)miCO2R7, 
4OSO3H, iO-glucuronide, 4O-glucose, 

7 
O R 

O 

O R7 
— (CH2)n 

0 

[0134] The preferred RL groups include iH, iOH, 
iN(R7)2, especially Where each R7 is hydrogen. 
[0135] In the alkylene chain in formula (A), it is preferred 
that When one RL group bonded to a carbon atoms is other 
than hydrogen, then the other RL bonded to that carbon atom 
is hydrogen, i.e., the formula 4CHRL. It is also preferred that 
at most tWo RL groups in an alkylene chain are other than 
hydrogen, Where in the other RL groups in the chain are 
hydrogens. Even more preferably, only one RL group in an 
alkylene chain is other than hydrogen, Where in the other RL 
groups in the chain are hydrogens. In these embodiments, it is 
preferable that x represents a single bond. 

[0136] In another particular embodiment of the invention, 
all of the RL groups in the alkylene chain are hydrogen. In 
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these embodiments, the alkylene chain is represented by the 
formula 

(CH2)n, iSi, iSOi, isozi, SO2NR7i, SO2NRlOi, 
or -Het-. 

[0139] each CAP is, independently, thiaZolidinedione, 
oXaZolidinedione, heteroaryl-C(:O)NRI3RI3, heteroaryl 
W, %N, A)iC(:S)NRl3Rl3, -Z R”, iCRl°(ZgRl3) 
(ZgRB), 4C(:O)OAr, iC(:O)NR 3Ar, imidaZoline, tet 
raZole, tetraZole amide, iSO2NHRl3, iSO2NH4C 
(Rl3Rl3)-(Z)g-Rl3, a cyclic sugar or oligosaccharide, a cyclic 
amino sugar or oligosaccharide, 

[0140] EachAr is, independently, phenyl, substituted phe 
nyl, Wherein the sub stituents of the substituted phenyl are 1-3 
substituents independently selected from the group consist 
ing of OH, OCH3, NRBRB, Cl, F, and CH3, or heteroaryl. 
[0141] Each W is independently, thiaZolidinedione, oxaZo 
lidinedione, heteroaryl-C(:O)NR13Rl34CN, iO4C 
(:S)NR13R13, -ZgRl3, iCRlO(ZgRl3)(ZgRl3), iC(:O) 
OAr, iC(:O)NRl3Ar, imidaZoline, tetraZole, tetraZole 
amide, iSOZNHRB, iSO2NHiC(Rl3Rl3)-(Z)g-Rl3, a 
cyclic sugar or oligosaccharide, a cyclic amino sugar or oli 
gosaccharide, 
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[0142] Examples of heteroaryl include pyridyl, pyraZyl, 
tinaZyl, furyl, furfuryl, thienyl, tetraZyl, thiaZolidinedionyl 
and imidaZoyl, pyrrolyl, furanyl, thiophenyl, quinolyl, 
indolyl, adenyl, pyraZolyl, thiaZolyl, isoXaZolyl, indolyl, ben 
ZimidaZolyl, purinyl, quinolinyl, isoquinolinyl, pyridaZyl, 
pyrimidyl, pyraZyl, 1,2,3-triazyl, l,2,4-triaZyl, 1,3,5-triazyl, 
cinnolyl, phthalaZyl, quinaZolyl, quinoxalyl or pterdyl 
groups. 

[0144] Where When tWo R6 are iORll and are located 
adjacent to each other on a phenyl ring, the alkyl moieties of 
the tWo R6 may be bonded together to form a methylenedioxy 
group; 

[0145] With the proviso that When at least tWo 4CH2OR8 
are located adjacent to each other, the R8 groups may be 
joined to form a cyclic mono- or di-substituted 1,3-dioxane or 
1,3 -dioxolane. 
[0146] In addition, one of more of the R6 groups can be one 
of the R5 groups Which fall Within the broad de?nition of R6 
set forth above. 

[0147] When tWo R6 are ‘0R1 1 and are located adjacent to 
each other on a phenyl ring, the alkyl moieties of the tWo R6 
groups may be bonded together to form a methylenedioxy 
group, i.e., a group of the formula iO4CH24Oi. 
[0148] As discussed above, R6 may be hydrogen. There 
fore, l, 2, 3, or 4 R6 groups may be other than hydrogen. 
Preferably at mo st 3 of the R6 groups are other than hydrogen. 

[0149] Each g is, independently, an integer from 1 to 6. 
Therefore, each g may be 1, 2, 3, 4, 5, or 6. 
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[0150] Each m is an integer from 1 to 7. Therefore, each m 
may be 1, 2, 3, 4, 5, 6, or 7. 
[0151] Each n is an integer from 0 to 7. Therefore, each n 
may be 0, l, 2, 3, 4, 5, 6, or 7. 
[0152] Each Q in formula (A) is CiRS, CiR6, or a nitro 
gen atom, Where at most three Q in a ring are nitrogen atoms. 
Thus, there may be 1, 2, or 3 nitrogen atoms in a ring. Pref 
erably, at mo st tWo Q are nitrogen atoms. More preferably, at 
mo st one Q is a nitrogen atom. In one particular embodiment, 
the nitrogen atom is at the 3-position of the ring. In another 
embodiment of the invention, each Q is either CiR5 or 
CiR6, i.e., there are no nitrogen atoms in the ring. 
[0153] More speci?c examples of suitable groups repre 
sented by formula (A) are shoWn in formulas (B)-(E) beloW: 

(B) 
Q=Q 5 

(CH) (CH) —< /\QR — 2 O_X_ 2 P I, 

\Q—é\(R6)4 
[0154] Where 0, x, p, R5, and R6, are as de?ned above; 

(C) 

—(CH2)n4©iR5 
[0155] Where n is an integer from 1 to 10 and R5 is as 
de?ned above; 

—cH,, R5 

N 

[0156] Where n is an integer from 1 from 10 and R5 is as 
de?ned above; 

Where o, x, p, and R5 are as de?ned above. 

(D) 

(E) 
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[0157] In a preferred embodiment of the invention, Y is 
iNHz. 
[0158] In another preferred embodiment, R2 is hydrogen. 
[0159] In another preferred embodiment, R1 is hydrogen. 
[0160] In another preferred embodiment, X is chlorine. 
[0161] In another preferred embodiment, R3 is hydrogen. 
[0162] In another preferred embodiment, RL is hydrogen. 
[0163] In another preferred embodiment, o is 4. 
[0164] In another preferred embodiment, p is 0. 
[0165] In another preferred embodiment, the sum of o and 
p is 4. 
[0166] In another preferred embodiment, X represents a 
single bond. 
[0167] In another preferred embodiment, R6 is hydrogen. 
[0168] In another preferred embodiment, at most one Q is a 
nitrogen atom. 
[0169] In another preferred embodiment, no Q is a nitrogen 
atom. 

[0170] In a preferred embodiment of the present invention: 
[0171] X is halogen; 
[0172] Y is iN(R7)2; 
[0173] R1 is hydrogen or Cl-C3 alkyl; 
[0174] R2 is iR7, ADR7, CH2OR7, or %O2R7; 
[0175] R3 is a group represented by formula (A); and 
[0176] R4 is hydrogen, a group represented by formula (A), 
or loWer alkyl; 
[0177] In another preferred embodiment of the present 
invention: 
[0178] X is chloro or bromo; 
[0179] Y is iN(R7)2; 
[0180] R2 is hydrogen or Cl-C3 alkyl; 
[0181] at most three R6 are other than hydrogen as 
described above; 
[0182] at most three RL are other than hydrogen as 
described above; and 
[0183] at most 2 Q are nitrogen atoms. 
[0184] In another preferred embodiment of the present 
invention: 
[0185] Y is iNHz; 
[0186] In another preferred embodiment of the present 
invention: 
[0187] R4 is hydrogen; 
[0188] at most one RL is other than hydrogen as described 
above; 
[0189] at most tWo R6 are other than hydrogen as described 
above; and 
[0190] at most 1 Q is a nitrogen atom. 
[0191] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

O )\ 
NH O S 
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[0192] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

OM 0 NH \N/ 
01 N i 

I H H 
/ 

HZN N NH2 

[0193] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

[0194] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 
II 

[0195] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 
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[0196] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

O X 
0 NH O 0 

01 N i 
\ N N 

I H H 
/ 

HZN N NH2 

[0197] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

O\)]\ k I 0 NH N N 
H 

Cl N i MU / N N 
I H H 

HZN N NH2 

[0198] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

[0199] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0% 0 NH N 
H 

01 N i 
\ N N 

I H H 
/ 

HZN N NH2 
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[0200] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 HN 

O NH OQLN/Q \§ 
H N 

01 N i -2Hc1 

I \ N N I H H 
/ 

HZN N NH2 

[0201] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

HN \> OM O NH; 'HCl N 

Cl N A /\/\/@/ I ftp] N I H 
/ 

HZN N NH2 

[0202] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 \ 
0 NH \/\N 

01 N i 
\ N N 

| H H 
/ 

HZN N NH2 

[0203] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 
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[0204] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

NH 0H 
0 NH 

01 N i 
\ N N 

I H H 
/ 

HZN N NH2 

[0205] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

OH OH 

O NHZ Mg 01 N k 
\ N N I H 
/ 

HZN N NH2 

[0206] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

cH3 

01 N 

I H H 
/ -Hc1 

HZN N NH2 

[0207] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 
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[0208] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH NH2 

01 N i o 
\ N N 

I H H 
/ 

HZN N NH2 

[0209] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 
H 
s — NH2 

0 NH || 
0 

01 N 
/ N N 

H H 

\ 
HZN N NH2 

[0210] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 

O 
O NH 

NH 
Cl N N \ 

\ N N 
H H I NHZ 

/ '2HCl 
HZN N NH2 

[0211] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

2m 
0 NH 0H 

01 N i o 
\ N N 

I H H 
/ 

HZN N NH2 
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[0212] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 
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O N N 
O NH W V 

Cl N i 

Di N N I H H 
\ 

HZN N NH2 

[0213] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 

01 N i 
\ N N 

I H H 
/ -2Hc1 

HZN N NH2 

[0214] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

01 N 
\ 

I / -2Hc1 
N 

[0215] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 f COZH 
01 N NH 

\ N N 2 
| H H 
/ 

HZN N NH2 

[0216] The compounds of formula (I) may be prepared and 
used as the free base. Alternatively, the compounds may be 
prepared and used as a pharmaceutically acceptable salt. 
Pharmaceutically acceptable salts are salts that retain or 
enhance the desired biological activity of the parent com 
pound and do not impart undesired toxicological effects. 
Examples of such salts are (a) acid addition salts formed With 
inorganic acids, for example, hydrochloric acid, hydrobromic 
acid, sulfuric acid, phosphoric acid, nitric acid and the like; 

(b) salts formed With organic acids such as, for example, 
acetic acid, oxalic acid, tartaric acid, succinic acid, maleic 
acid, fumaric acid, gluconic acid, citric acid, malic acid, 
ascorbic acid, benZoic acid, tannic acid, palmitic acid, alginic 
acid, polyglutamic acid, naphthalenesulfonic acid, methane 
sulfonic acid, p-toluenesulfonic acid, naphthalenedisulfonic 
acid, polygalacturonic acid, malonic acid, sulfosalicylic acid, 
glycolic acid, 2-hydroxy-3-naphthoate, pamoate, salicylic 
acid, stearic acid, phthalic acid, mandelic acid, lactic acid and 
the like; and (c) salts formed from elemental anions for 
example, chlorine, bromine, and iodine. 
[0217] It is to be noted that all enantiomers, diastereomers, 
and racemic mixtures of compounds Within the scope of 
formula (I) are embraced by the present invention. All mix 
tures of such enantiomers and diastereomers are Within the 
scope of the present invention. 
[0218] Without being limited to any particular theory, it is 
believed that the compounds of formula (I) function in vivo as 
sodium channel blockers. By blocking epithelial sodium 
channels present in mucosal surfaces the compounds of for 
mula (I) reduce the absorption of Water by the mucosal sur 
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faces. This effect increases the volume of protective liquids 
on mucosal surfaces, rebalances the system, and thus treats 
disease. 
[0219] The present invention also provides methods of 
treatment that take advantage of the properties of the com 
pounds of formula (I) discussed above. Thus, subjects that 
may be treated by the methods of the present invention 
include, but are not limited to, patients af?icted With cystic 
?brosis, primary ciliary dyskinesia, chronic bronchitis, 
chronic obstructive airWay disease, arti?cially ventilated 
patients, patients With acute pneumonia, etc. The present 
invention may be used to obtain a sputum sample from a 
patient by administering the active compounds to at least one 
lung of a patient, and then inducing or collecting a sputum 
sample from that patient. Typically, the invention Will be 
administered to respiratory mucosal surfaces via aerosol (liq 
uid or dry poWders) or lavage. 
[0220] Subjects that may be treated by the method of the 
present invention also include patients being administered 
supplemental oxygen nasally (a regimen that tends to dry the 
airWay surfaces); patients af?icted With an allergic disease or 
response (e.g., an allergic response to pollen, dust, animal 
hair or particles, insects or insect particles, etc.) that affects 
nasal airWay surfaces; patients af?icted With a bacterial infec 
tion e.g., staphylococcus infections such as Staphylococcus 
aureus infections, Hemophilus in?uenza infections, Strepto 
coccus pneumoniae infections, Pseudomonas aeuriginosa 
infections, etc.) of the nasal airWay surfaces; patients af?icted 
With an in?ammatory disease that affects nasal airWay sur 
faces; or patients af?icted With sinusitis (Wherein the active 
agent or agents are administered to promote drainage of con 
gested mucous secretions in the sinuses by administering an 
amount effective to promote drainage of congested ?uid in 
the sinuses), or combined, Rhinosinusitis. The invention may 
be administered to rhino-sinal surfaces by topical delivery, 
including aerosols and drops. 
[0221] The present invention may be used to hydrate 
mucosal surfaces other than airWay surfaces. Such other 
mucosal surfaces include gastrointestinal surfaces, oral sur 
faces, genito-urethral surfaces, ocular surfaces or surfaces of 
the eye, the inner ear and the middle ear. For example, the 
active compounds of the present invention may be adminis 
tered by any suitable means, including locally/topically, 
orally, or rectally, in an effective amount. 
[0222] The compounds of the present invention are also 
useful for treating a variety of functions relating to the car 
diovascular system. Thus, the compounds of the present 
invention are useful for use as antihypertensive agents. The 
compounds may also be used to reduce blood pressure and to 
treat edema. In addition, the compounds of the present inven 
tion are also useful for promoting diuresis, natriuresis, and 
saluresis. The compounds may be used alone or in combina 
tion With beta blockers, ACE inhibitors, HMGCoA reductase 
inhibitors, calcium channel blockers and other cardiovascular 
agents to treat hypertension, congestive heart failure and 
reduce cardiovascular mortality. 
[0223] The present invention is concerned primarily With 
the treatment of human subjects, but may also be employed 
for the treatment of other mammalian subjects, such as dogs 
and cats, for veterinary purposes. 
[0224] As discussed above, the compounds used to prepare 
the compositions of the present invention may be in the form 
of a pharmaceutically acceptable free base. Because the free 
base of the compound is generally less soluble in aqueous 
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solutions than the salt, free base compositions are employed 
to provide more sustained release of active agent to the lungs. 
An active agent present in the lungs in particulate form Which 
has not dissolved into solution is not available to induce a 
physiological response, but serves as a depot of bioavailable 
drug Which gradually dissolves into solution. 
[0225] Another aspect of the present invention is a pharma 
ceutical composition, comprising a compound of formula (I) 
in a pharmaceutically acceptable carrier (e. g., an aqueous 
carrier solution). In general, the compound of formula (I) is 
included in the composition in an amount effective to inhibit 
the reabsorption of Water by mucosal surfaces. 
[0226] The compounds of the present invention may also be 
used in conjunction With a P2Y2 receptor agonist or a phar 
maceutically acceptable salt thereof (also sometimes referred 
to as an “active agent” herein). The composition may further 
comprise a P2Y2 receptor agonist or a pharmaceutically 
acceptable salt thereof (also sometimes referred to as an 
“active agent” herein). The P2Y2 receptor agonist is typically 
included in an amount effective to stimulate chloride and 
Water secretion by airWay surfaces, particularly nasal airWay 
surfaces. Suitable P2Y2 receptor agonists are described in 
columns 9-10 ofU.S. Pat. No. 6,264,975, US. Pat. No. 5,656, 
256, and US. Pat. No. 5,292,498, each ofWhich is incorpo 
rated herein by reference. 
[0227] Bronchodiloators can also be used in combination 
With compounds of the present invention. These bronchodi 
lators include, but are not limited to, [3-adrenergic agonists 
including but not limited to epinephrine, isoproterenol, fenot 
erol, albutereol, terbutalin, pirbuterol, bitolterol, metaproter 
enol, iosetharine, salmeterol xinafoate, as Well as anticholin 
ergic agents including but not limited to ipratropium bromide, 
as Well as compounds such as theophylline and aminophyl 
line. These compounds may be administered in accordance 
With knoWn techniques, either prior to or concurrently With 
the active compounds described herein. Additional proce 
dures useful for the preparation are found in USUSUS espe 
cially for the preparation of various 
[0228] Another aspect of the present invention is a pharma 
ceutical formulation, comprising an active compound as 
described above in a pharmaceutically acceptable carrier 
(e.g., an aqueous carrier solution). In general, the active com 
pound is included in the composition in an amount effective to 
treat mucosal surfaces, such as inhibiting the reabsorption of 
Water by mucosal surfaces, including airWay and other sur 
faces. 
[0229] The active compounds disclosed herein may be 
administered to mucosal surfaces by any suitable means, 
including topically, orally, rectally, vaginally, ocularly and 
dermally, etc. For example, for the treatment of constipation, 
the active compounds may be administered orally or rectally 
to the gastrointestinal mucosal surface. The active compound 
may be combined With a pharmaceutically acceptable carrier 
in any suitable form, such as sterile physiological or dilute 
saline or topical solution, as a droplet, tablet or the like for 
oral administration, as a suppository for rectal or genito 
urethral administration, etc. Excipients may be included in 
the formulation to enhance the solubility of the active com 
pounds, as desired. 
[0230] The active compounds disclosed herein may be 
administered to the airWay surfaces of a patient by any suit 
able means, including as a spray, mist, or droplets of the active 
compounds in a pharmaceutically acceptable carrier such as 
physiological or dilute saline solutions or distilled Water. For 
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example, the active compounds may be prepared as formula 
tions and administered as described in US. Pat. No. 5,789, 
391 to Jacobus, the disclosure of Which is incorporated by 
reference herein in its entirety. 
[0231] Solid or liquid particulate active agents prepared for 
practicing the present invention could, as noted above, 
include particles of respirable or non-respirable siZe; that is, 
for respirable particles, particles of a siZe suf?ciently small to 
pass through the mouth and larynx upon inhalation and into 
the bronchi and alveoli of the lungs, and for non-respirable 
particles, particles suf?ciently large to be retained in the nasal 
airWay passages rather than pass through the larynx and into 
the bronchi and alveoli of the lungs. In general, particles 
ranging from about 1 to 5 microns in siZe (more particularly, 
less than about 4.7 microns in siZe) are respirable. Particles of 
non-respirable siZe are greater than about 5 microns in siZe, 
up to the siZe of visible droplets. Thus, for nasal administra 
tion, a particle siZe in the range of 10-500 um may be used to 
ensure retention in the nasal cavity. 
[0232] In the manufacture of a formulation according to the 
invention, active agents or the physiologically acceptable 
salts or free bases thereof are typically admixed With, inter 
alia, an acceptable carrier. Of course, the carrier must be 
compatible With any other ingredients in the formulation and 
must not be deleterious to the patient. The carrier must be 
solid or liquid, or both, and is preferably formulated With the 
compound as a unit-dose formulation, for example, a capsule, 
that may contain 0.5% to 99% by Weight of the active com 
pound. One or more active compounds may be incorporated 
in the formulations of the invention, Which formulations may 
be prepared by any of the Well-known techniques of phar 
macy consisting essentially of admixing the components. 
[0233] Compositions containing respirable or non-respi 
rable dry particles of microniZed active agent may be pre 
pared by grinding the dry active agent With a mortar and 
pestle, and then passing the microniZed composition through 
a 400 mesh screen to break up or separate out large agglom 
erates. 

[0234] The particulate active agent composition may 
optionally contain a dispersant Which serves to facilitate the 
formulation of an aerosol. A suitable dispersant is lactose, 
Which may be blended With the active agent in any suitable 
ratio (e.g., a 1 to 1 ratio by Weight). 
[0235] Active compounds disclosed herein may be admin 
istered to airWay surfaces including the nasal passages, 
sinuses and lungs of a subject by a suitable means knoW in the 
art, such as by nose drops, mists, etc. In one embodiment of 
the invention, the active compounds of the present invention 
and administered by transbronchoscopic lavage. In a pre 
ferred embodiment of the invention, the active compounds of 
the present invention are deposited on lung airWay surfaces by 
administering an aerosol suspension of respirable particles 
comprised of the active compound, Which the subject inhales. 
The respirable particles may be liquid or solid. Numerous 
inhalers for administering aerosol particles to the lungs of a 
subject are knoWn. 
[0236] Inhalers such as those developed by Inhale Thera 
peutic Systems, Palo Alto, Calif., USA, may be employed, 
including but not limited to those disclosed in US. Pat. Nos. 
5,740,794; 5,654,007; 5,458,135; 5,775,320; and 5,785,049, 
each of Which is incorporated herein by reference. The Appli 
cant speci?cally intends that the disclosures of all patent 
references cited herein be incorporated by reference herein in 
their entirety. Inhalers such as those developed by Dura Phar 
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maceuticals, Inc., San Diego, Calif., USA, may also be 
employed, including but not limited to those disclosed in US. 
Pat. Nos. 5,622,166; 5,577,497; 5,645,051; and 5,492,112, 
each of Which is incorporated herein by reference. Addition 
ally, inhalers such as those developed by Aradigm Corp., 
HayWard, Calif., USA, may be employed, including but not 
limited to those disclosed in US. Pat. Nos. 5,826,570; 5,813, 
397; 5,819,726; and 5,655,516, each ofWhichis incorporated 
herein by reference. These apparatuses are particularly suit 
able as dry particle inhalers. 

[0237] Aerosols of liquid particles comprising the active 
compound may be produced by any suitable means, such as 
With a pressure-driven aerosol nebuliZer or an ultrasonic 

nebuliZer. See, e.g., US. Pat. No. 4,501,729, Which is incor 
porated herein by reference. NebuliZers are commercially 
available devices Which transform solutions or suspensions of 
the active ingredient into a therapeutic aerosol mist either by 
means of acceleration of compressed gas, typically air or 
oxygen, through a narroW venturi ori?ce or by means of 
ultrasonic agitation. Suitable formulations for use in nebuliZ 
ers consist of the active ingredient in a liquid carrier, the active 
ingredient comprising up to 40% W/W of the formulation, but 
preferably less than 20% W/W. The carrier is typically Water 
(and most preferably sterile, pyrogen-free Water) or dilute 
aqueous alcoholic solution. Per?uorocarbon carriers may 
also be used. Optional additives include preservatives if the 
formulation is not made sterile, for example, methyl hydroxy 
benZoate, antioxidants, ?avoring agents, volatile oils, buffer 
ing agents and surfactants. 
[0238] Aerosols of solid particles comprising the active 
compound may likeWise be produced With any solid particu 
late medicament aerosol generator. Aerosol generators for 
administering solid particulate medicaments to a subject pro 
duce particles Which are respirable, as explained above, and 
generate a volume of aerosol containing predetermined 
metered dose of medicament at a rate suitable for human 
administration. One illustrative type of solid particulate aero 
sol generator is an insuf?ator. Suitable formulations for 
administration by insu?lation include ?nely comminuted 
poWders Which may be delivered by means of an insuf?ator or 
taken into the nasal cavity in the manner of a snuff. In the 
insuf?ator, the poWder (e. g., a metered dose thereof effective 
to carry out the treatments described herein) is contained in 
capsules or cartridges, typically made of gelatin or plastic, 
Which are either pierced or opened in situ and the poWder 
delivered by air draWn through the device upon inhalation or 
by means of a manually-operated pump. The poWder 
employed in the insuf?ator consists either solely of the active 
ingredient or of poWder blend comprising the active ingredi 
ent, a suitable poWder diluent, such as lactose, and an optional 
surfactant. The active ingredient typically comprises of 0.1 to 
100% W/W of the formulation. A second type of illustrative 
aerosol generator comprises a metered dose inhaler. Metered 
dose inhalers are pressurized aerosol dispensers, typically 
containing a suspension or solution formulation of active 
ingredient in a liqui?ed propellant. During use, these devices 
discharge the formulation through a valve adapted to deliver 
a metered volume, typically from 10 to 150 [1.1, to produce a 
?ne particle spray containing the active ingredient. Suitable 
propellants include certain chloro?uorocarbon compounds, 
for example, dichlorodi?uoromethane, trichloro?uo 
romethane, dichlorotetra?uoroethane and mixtures thereof. 
The formulation may additionally contain one of more co 
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solvents, for example, ethanol, surfactants, such as oleic acid 
or sorbitan trioleate, antioxidants and suitable ?avoring 
agents. 
[0239] The aerosol, Whether formed from solid or liquid 
particles, may be produced by the aerosol generator at a rate 
of from about 10 to 150 liters per minute, more preferable 
from 30 to 150 liters per minute, and most preferably about 60 
liters per minute. Aerosols containing greater amounts of 
medicament may be administered more rapidly. 

[0240] The dosage of the active compounds disclosed 
herein Will vary depending on the condition being treated and 
the state of the subject, but generally may be from about 0.01, 
0.03, 0.05, 0.1 to 1, 5, 10 or 20 mg ofthe pharmaceutic agent, 
deposited on the airWay surfaces. The daily dose may be 
divided among one or multiple unit dose administrations. The 
goal is to achieve a concentration of the pharmaceutic agents 
on lung airWay surfaces of betWeen 10_9-104 M. 

[0241] In another embodiment, they are administered by 
administering an aerosol suspension of respirable or non 
respirable particles (preferably non-respirable particles) 
comprised of active compound, Which the subject inhales 
through the nose. The respirable or non-respirable particles 
may be liquid or solid. The quantity of active agent included 
may be an amount of su?icient to achieve dissolved concen 
trations of active agent on the airWay surfaces of the subject of 
from about 10_9, 10's, or 10'7 to about 10_3, 10_2, 10'l 
moles/liter, and more preferably from about 10'9 to about 
10 moles/liter. 

[0242] The dosage of active compound Will vary depending 
on the condition being treated and the state of the subject, but 
generally may be an amount su?icient to achieve dissolved 
concentrations of active compound on the nasal airWay sur 
faces ofthe subject from about 10_9, 10's, 10'7 to about 10_3, 
10-72, or 10-1 moles/liter, and more preferably from about 
10’ to about 10'4 moles/ liter. Depending upon the solubility 
of the particular formulation of active compound adminis 
tered, the daily dose may be divided among one or several unit 
dose administrations. The daily dose by Weight may range 
from about 0.01, 0.03, 0.1, 0.5 or 1.0 to 10 or 20 milligrams of 
active agent particles for a human subject, depending upon 
the age and condition of the subject. A currently preferred unit 
dose is about 0.5 milligrams of active agent given at a regimen 
of 2-10 administrations per day. The dosage may be provided 
as a prepackaged unit by any suitable means (e.g., encapsu 
lating a gelatin capsule). 
[0243] In one embodiment of the invention, the particulate 
active agent composition may contain both a free base of 
active agent and a pharmaceutically acceptable salt to provide 
both early release and sustained release of active agent for 
dissolution into the mucus secretions of the nose. Such a 
composition serves to provide both early relief to the patient, 
and sustained relief over time. Sustained relief, by decreasing 
the number of daily administrations required, is expected to 
increase patient compliance With the course of active agent 
treatments. 

[0244] Pharmaceutical formulations suitable for airWay 
administration include formulations of solutions, emulsions, 
suspensions and extracts. See generally, I. Naim, Solutions, 
Emulsions, Suspensions and Extracts, in Remington: The 
Science and Practice of Pharmacy, chap. 86 (19th ed. 1995), 
incorporated herein by reference. Pharmaceutical formula 
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tions suitable for nasal administration may be prepared as 
described in US. Pat. Nos. 4,389,393 to Schor; 5,707,644 to 
Illum; 4,294,829 to Suzuki; and 4,835,142 to Suzuki, the 
disclosures of Which are incorporated by reference herein in 
their entirety. 
[0245] Mists or aerosols of liquid particles comprising the 
active compound may be produced by any suitable means, 
such as by a simple nasal spray With the active agent in an 
aqueous pharmaceutically acceptable carrier, such as a sterile 
saline solution or sterile Water. Administration may be With a 

pressure-driven aerosol nebuliZer or an ultrasonic nebuliZer. 

See eg US. Pat. Nos. 4,501,729 and 5,656,256, both of 
Which are incorporated herein by reference. Suitable formu 
lation is for use in a nasal droplet or spray bottle or in nebu 

liZers consist of the active ingredient in a liquid carrier, the 
active ingredient comprising up to 40% W/W of the formula 
tion, but preferably less than 20% W/W. Typically the carrier is 
Water (and most preferably sterile, pyrogen-free Water) or 
dilute aqueous alcoholic solution, preferably made in a 0.12% 
to 0.8% solution of sodium chloride. Optional additives 
include preservatives if the formulation is not made sterile, 
for example, methyl hydroxybenZoate, antioxidants, ?avor 
ing agents, volatile oils, buffering agents, osmotically active 
agents (eg mannitol, xylitol, erythritol) and surfactants. 
[0246] Compositions containing respirable or non-respi 
rable dry particles of microniZed active agent may be pre 
pared by grinding the dry active agent With a mortar and 
pestle, and then passing the microniZed composition through 
a 400 mesh screen to break up or separate out large agglom 
erates. 

[0247] The particulate composition may optionally contain 
a dispersant Which serves to facilitate the formation of an 

aerosol. A suitable dispersant is lactose, Which may be 
blended With the active agent in any suitable ratio (e. g., a 1 to 
1 ratio by Weight). 
[0248] The compounds of formula (I) may be synthesiZed 
according to procedures knoWn in the art. A representative 
synthetic procedure is shoWn in the scheme below: 

0 

[0249] These procedures are described in, for example, E. 
J. Cragoe, “The Synthesis of Amiloride and Its Analogs” 
(Chapter 3) in Amiloride and Its Analogs, pp. 25-36, incor 
porated herein by reference. Other methods of preparing the 
compounds are described in, for example, US. Pat. No. 
3,313,813, incorporated herein by reference. See in particular 
Methods A, B, C, and D described in US. Pat. No. 3,313,813. 
Other methods useful for the preparation of these compounds, 
especially for the preparation of the novel HNR3 R4 fragment 
are described in, for example, 229929US, 233377US, and 
234105US, incorporated herein by reference. Schemes 1 to 
11 are representative, but limited to, of procedures used to 
prepare the Sodium Channel Blockers described herein. 
























































