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ALAPHATIC PYRAZINOYLGUANIDINE 
SODIUM CHANNEL BLOCKERS 

CONTINUING APPLICATION DATA 

[0001] This application claims priority to US. Provisional 
Application Ser. No. 60/495,712, ?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 absorption, 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 of formula (I) that are more potent and/or 
absorbed less rapidly and/or exhibit less reversibility, as com 
pared to compounds such as amilorde, benZamil, and phe 
namil. Therefore, the compounds of formula (I) 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 of formula (I) 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 sur 
faces, are converted in vivo into metabolic derivatives thereof 
Which have reduced ef?cacy in blocking sodium channels as 
compared to the administered parent compound. 
[0017] It is another object of the present invention to pro 
vide compounds of formula (I) that are more potent and/or 
absorbed less rapidly and/or exhibit less reversibility, as com 
pared to compounds such as amiloride, benZamil, and phe 
namil. Therefore, the compounds of formula (I) Will give a 
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prolonged pharmacodynamic half-life on mucosal surfaces as 
compared to previous compounds. 
[0018] It is another object of the present invention to pro 
vide compounds of formula (I) that target the kidney for use 
in the treatment of cardiovascular disease. 

[0019] It is another object of the present invention to pro 
vide methods of treatment Which take advantage of the prop 
erties described above. 

[0020] The objects of the present invention may be accom 
plished With a class of pyraZinoylguanidine compounds rep 
resented by formula (I): 

If NHRZ 

(I) 

Wherein 

[0021] 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; 
[0022] Y is hydrogen, hydroxyl, mercapto, loWer alkoxy, 
loWer alkyl-thio, halogen, loWer alkyl, unsubstituted or sub 
stituted mononuclear aryl, or iN(R2)2; 
[0023] R1 is hydrogen or loWer alkyl; 
[0024] each R2 is, independently, iR7, i(CH2)m4OR8, 
i(CH2)miNR7RlO, i(CH2)n(CHOR8)(CHOR8)ni 
CHZORS, i(CH2CH2O)miR8, i(CH2CH2O)mi 

[0025] 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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[0027] each 0 is, independently, an integer from 0 to 17; 
[0028] each p is an integer from 0 to 17; 
[0029] With the proviso that the sum of o and p in each 
contiguous chain is from 1 to 17; 
[0030] each X is, independently, O, NRIO, C(:O), CHOH, 
C(:NiR1O), CHNR7RIO, or represents a single bond, With 
the proviso that When X is a single bond the sum of o and p is 
from 7 to 17; 

0 R7 

—o—(—cH2 m W<RI 
o 

O R7 
—(CH2)n 

R7, or 
o 

0 0R11 

000R11 
0 

11. 
/o OCOR , 

0001111 

[0032] each R5 may also be, independently, i(CH2)ni 
NRl2Rl2, A)i(CH2)miNR12Rl2, A)i(CH2)ni 
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[0033] Wherein When tWo iCHZORS 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, 
i(CH2)n(CHOR8)(CHOR8)n4CH2OR8, With the proviso 
that at least tWo iCHZORS are located adjacent to each other 
and the R8 groups are joined to form a cyclic mono- or di 

substituted 1,3-dioxane or 1,3-dioxolane, 

4Oi(CH2)m(CHOR8)(CHOR8)n4CH2OR8, With the pro 
viso that at least tWo 4CH2OR8 are located adjacent to each 
other and the R8 groups are joined to form a cyclic mono- or 

di-substituted 1,3-dioxane or 1,3-dioxolane, 

i(CH2)miNRlOiCH2(CHOR8)(CHOR8)n4CH2OR8, 
With the proviso that at least tWo iCHZORS are located 
adjacent to each other and the R8 groups are joined to form a 
cyclic mono- or di-substituted 1,3-dioxane or 1,3-dioxolane, 
or 

4Oi(CH2)niNRlOiCH2(CHOR8)(CHOR8)ni 
CH2OR8, With the proviso that at least tWo 4CH2OR8 are 
located adjacent to each other and the R8 groups are joined to 
form a cyclic mono- or di-substituted 1,3-dioxane or 1,3 

dioxolane; 
[0034] Wherein each R5 may also be, independently, Link 
(CH2)n-CAP, Link-(CH2)n(CHOR8)(CHOR8)n-CAP, Link 
(CH2CH2O)m4CH2-CAP, Link-(CH2CH2O)m4CH2CH2 
CAP, Link-(CH2)n-(Z)g-CAP, Link-CH2)”(Z)%-(CH2)m-CAP, 
Link-(CHQMiNRI34CH2(CHOR8)(CHOR )n-CAP, Link 
(CH2)ni(CHOR8)mCH2iNRl3 -(Z)g-CAP, Link-(CH2) 
"NR13i(CH2)m(CHOR8)nCH2NRl3 -(Z)g-CAP, Link-(CH2) 
m-(Z)g-(CH2)m-CAP, Link-NH4C(:O)iNHi(CH2)m 
CAP, Link-CH2)m4C(:O)NRl3i(CH2)miC(:O) 
NRlORlO, Link-(CH2)miC(:O)NR-3-(CH2)m-CAR Link 
(CH2)miC(:O)NRl lRl 1, Link-(CH2)miC(:O) 
NRl2Rl2, Link-(CH2)n-(Z)g-(CH2)m-(Z)g-CAP, Link-Zg 
(CH2)m-Het-(CH2)m-CAP; 
[0035] each Link is, independently, iOi, i(CH2)ni, 
AXCHQMi, iNRl3%(:O)iNRl3, iNRl3% 
(:OHCHQF,*C(:0)NR1L(CH2)WACHQn-Zg 
(CH2)n, iSi, iSOi, iso,i, iSO2NR7i, 
iSOZNRIOi, or -Het-; 
[0036] each CAP is, independently, thiaZolidinedione, 
oXaZolidinedione, heteroaryl-C(:O)NR13R13, heteroaryl 
W, %N, A)iC(:S)NRl3Rl3, -Z 13, iCRl°(ZgR13) 
(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, 
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-continued 

— (CHz)m— N N—Y; 

\\ // 

With the proviso that NRBRl3 can be joined on itself to form 
a ring comprising one of the following: 

each Het is independently, iNRB , iSi, iSOi, or 
isozi; 40*, iSO2NRl3i, iNHSOZi, 
iNRBCOi, or iCONRBi; 
[0050] each g is, independently, an integer from 1 to 6; 
[0051] each m is, independently, an integer from 1 to 7; 
[0052] each n is, independently, an integer from 0 to 7; 
[0053] each V is, independently, i(CH2)miNR7R1O, 
i(CH2)miNR7R7, i(CH2)m+iNRllRl lRl 1, 4CH2)ni 
(CHOR8)mi(CH2)mNR7RlO, i(CH2)niNRlORlO, 
+i(CH2)ni(CHOR8)mi(CH2)mNR7R7, i(CH2)ni 
(CHOR8)mi(CH2)mNRl 1R1 1R1 l 

[0054] With the proviso that When V is attached directly 
to a nitrogen atom, then V can also be, independently, 
R7, R10’ Or (Rll)2; 

[0055] Wherein for any of the above compounds When tWo 
iCH2OR8 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; 
[0056] 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. 
[0057] In a preferred embodiment, each i(CH2)n-(Z)g-R7 
falls Within the scope of the structures described above and is, 
independently, 
[0058] i(CH2), i(C:N)iNH2, 
[0059] i(CH2), iNHiC(:NH)NH2, 
[0060] i(CH2), %ONHCH2(CHOH)niCH2OH, or 
[0061] iNH%(:O)iCH2i(CHOH)nCH2OH. 
[0062] In another a preferred embodiment, each iOi 
(CH2)m-(Z)g-R7 falls Within the scope of the structures 
described above and is, independently, 

[0065] In another preferred embodiment, each R5 falls 
Within the scope of the structures described above and is, 
independently, 
[0066] iO4CH2CHOHCH2O-glucuronide, 
[0067] iOCH2CHOHCH3, 
[0068] iOCHzCHzNHz, 
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[0069] iOCH2CH2NHCO(CH3)3, 
[0070] iCHZCHZOH, 
[0071] iOCHZCHZOH, 
[0072] iOi(CH2)m-Boc, 
[0073] i(CH2)m-Boc, 
[0074] iOCH2CH2OH, 
[0075] iocH2co2H, 

[0080] iNHSO2CH3, 

[0086] iCHZNHZ, 
[0087] iNHCOZEt, 
[0088] iOCHzCHzCHzCHzOH, 
[0089] iCH2NHSO2CH3, 
[0090] iOCHZCHZCHOHCHZOH, 
[0091] iOCHZCHZNHCOZEt, 

[0093] iocnrm-cnomrcnpn 
[0094] iOCHzCHOHCHzNHz, 

Preferred examples of R5 in the embodiments described 
above include: 

%H2%HNHBocCO2CH3 (0t), 
ADiCH2iCHNH2COZH (0t), 
ADiCH2iCHNH2COZCH3 (0t), 
wimHgziNrcHay 
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[0113] Preferred examples of R5 also include: 

()4 
[0115] The present invention also provides pharmaceutical 
compositions Which contain a compound described above. 
[0116] The present invention also provides a method of 
promoting hydration of mucosal surfaces, comprising: 
[0117] administering an effective amount of a compound 
represented by formula (I) to a mucosal surface of a subject. 
[0118] The present invention also provides a method of 
restoring mucosal defense, comprising: 
[0119] topically administering an effective amount of com 
pound represented by formula (I) to a mucosal surface of a 
subject in need thereof. 
[0120] The present invention also provides a method of 
blocking ENaC, comprising: 
[0121] contacting sodium channels With an effective 
amount of a compound represented by formula (I). 
[0122] The present invention also provides a method of 
promoting mucus clearance in mucosal surfaces, comprising: 
[0123] administering an effective amount of a compound 
represented by formula (I) to a mucosal surface of a subject. 
[0124] The present invention also provides a method of 
treating chronic bronchitis, comprising: 
[0125] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0126] The present invention also provides a method of 
treating cystic ?brosis, comprising: 
[0127] administering an effective amount of compound 
represented by formula (I) to a subject in need thereof. 
[0128] The present invention also provides a method of 
treating rhinosinusitis, comprising: 
[0129] administering an effective amount of a compound 
represented by a formula (I) to a subject in need thereof. 
[0130] The present invention also provides a method of 
treating nasal dehydration, comprising: 
[0131] administering an effective amount of a compound 
represented by formula (I) to the nasal passages of a subject in 
need thereof. 
[0132] In a speci?c embodiment, the nasal dehydration is 
brought on by administering dry oxygen to the subject. 
[0133] The present invention also provides a method of 
treating sinusitis, comprising: 
[0134] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
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[0135] The present invention also provides a method of 
treating pneumonia, comprising: 
[0136] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0137] The present invention also provides a method of 
preventing ventilator-induced pneumonia, comprising: 
[0138] administering an effective compound represented 
by formula (I) to a subject by means of a ventilator. 
[0139] The present invention also provides a method of 
treating asthma, comprising: 
[0140] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0141] The present invention also provides a method of 
treating primary ciliary dyskinesia, comprising: 
[0142] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0143] The present invention also provides a method of 
treating otitis media, comprising: 
[0144] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0145] The present invention also provides a method of 
inducing sputum for diagnostic purposes, comprising: 
[0146] administering an effective amount of compound 
represented by formula (I) to a subject in need thereof. 
[0147] The present invention also provides a method of 
treating chronic obstructive pulmonary disease, comprising: 
[0148] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0149] The present invention also provides a method of 
treating emphysema, comprising: 
[0150] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0151] The present invention also provides a method of 
treating dry eye, comprising: 
[0152] administering an effective amount of a compound 
represented by formula (I) to the eye of the subject in need 
thereof. 
[0153] The present invention also provides a method of 
promoting ocular hydration, comprising: 
[0154] administering an effective amount of a compound 
represented by formula (I) to the eye of the subject. 
[0155] The present invention also provides a method of 
promoting corneal hydration, comprising: 
[0156] administering an effective amount of a compound 
represented by formula (I) to the eye of the subject. 
[0157] The present invention also provides a method of 
treating Sjogren’s disease, comprising: 
[0158] administering an effective amount of compound 
represented by formula (I) to a subject in need thereof. 
[0159] The present invention also provides a method of 
treating vaginal dryness, comprising: 
[0160] administering an effective amount of a compound 
represented by formula (I) to the vaginal tract of a subject in 
need thereof. 
[0161] The present invention also provides a method of 
treating dry skin, comprising: 
[0162] administering an effective amount of a compound 
represented by formula (I) to the skin of a subject in need 
thereof. 
[0163] The present invention also provides a method of 
treating dry mouth (Xerostomia), comprising: 
[0164] administering an effective amount of compound 
represented by formula (I) to the mouth of the subject in need 
thereof. 
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[0165] The present invention also provides a method of 
treating distal intestinal obstruction syndrome, comprising: 
[0166] administering an effective amount of compound 
represented by formula (I) to a subject in need thereof. 
[0167] The present invention also provides a method of 
treating esophagitis, comprising: 
[0168] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0169] The present invention also provides a method of 
treating constipation, comprising: 
[0170] 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. 

[0171] The present invention also provides a method of 
treating chronic diverticulitis comprising: 
[0172] administering an effective amount of a compound 
represented by formula (I) to a subject in need thereof. 
[0173] 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. 
[0174] 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. 
[0175] 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. 
[0176] The present invention also provides a method of 
promoting diuresis, comprising administering the compound 
represented by formula (I) to a subject in need thereof. 
[0177] 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. 
[0178] 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 

[0179] 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 
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. 
[0180] 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. 
[0181] 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. 
[0182] Examples of halogen include ?uorine, chlorine, 
bromine, and iodine. Chlorine and bromine are the preferred 
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halogens. Chlorine is particularly preferred. This description 
is applicable to the term “halogen” as used throughout the 
present disclosure. 
[0183] 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 l, 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. 
[0184] Substituents for the phenyl group include halogens. 
Particularly preferred halogen substituents are chlorine and 
bromine. 
[0185] 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. 
[0186] R1 may be hydrogen or loWer alkyl. Hydrogen is 
preferred for R1. 
[0187] Each R2 may be, independently, iR7, i(CH2)mi 
0R8, i(CH2)miNR7RlO, i(CH2)n(CHOR8)(CHOR8)ni 
CHZORS, *(CH2CH2O)m*R8, *(CH2CH2O)m* 
CH2CH2NR7RlO, i(CH2)niC(:O)NR7RlO, (CH2)n-Zg 
R7, i(CH2)miNRlOiCH2(CHOR8)(CHOR8)ni 
CHZORS, i(CH2), iCO2R7, or 

[0188] Hydrogen and loWer alkyl, particularly C l-C3 alkyl 
are preferred for R2. Hydrogen is particularly preferred. 
[0189] 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). 
[0190] Preferred compounds are those Where one of R3 and 
R4 is hydrogen and the other is represented by formula (A). 
[0191] In formula (A), the moiety i(C(RL)2)0-x-(C(RL)2) 
Pi de?nes an alkylene group. The variables 0 andp may each 
be an integer from 0 to 17, subject to the proviso that the sum 
ofo and p in the chain is from 1 to 17. Thus, 0 and p may each 
be 0, l, 2, 3, 4, 5, 6, 7, 8, 9, 10, ll, l2, l3, l4, l5, 16 or 17. 
Preferably, the sum of o and p is from 2 to 6. In a particularly 
preferred embodiment, the sum of o and p is 4. 
[0192] The linking group in the alkylene chain, x, may be, 
independently, O, NRIO, C(:O), CHOH, C(:NiR1O), 
CHNR7RlO, or represents a single bond. 
[0193] 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. 
When x is a single bond, the sum ofo and p is from 7 to 17, 
inclusive of all values and subranges therebetWeen. 
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[0195] The preferred RL groups include iH, iOH, 
iN(R7)2, especially Where each R7 is hydrogen. 
[0196] 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 4CHRLi. It is also preferred 
that at mo st 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 hydro gens. In these embodiments, it is 
preferable that X represents a single bond. 

[0197] In another particular embodiment of the invention, 
all of the RL groups in the alkylene chain are hydrogen. In 
these embodiments, the alkylene chain is represented by the 
formula 
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-continued 
0 0R11 

000R11 
0 

0 00011“; / 
0001111 

[0200] Wherein When tWo iCHZORS 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, 
i(CH2)n(CHOR8)(CHOR8)n4CH2OR8, With the proviso 
that at least tWo iCHZORS are located adjacent to each other 
and the R8 groups are joined to form a cyclic mono- or di 
substituted 1,3-dioxane or 1,3-dioxolane, 
4Oi(CH2)m(CHOR8)(CHOR8)n4CH2OR8, With the pro 
viso that at least tWo 4CH2OR8 are located adjacent to each 
other and the R8 groups are joined to form a cyclic mono- or 
di-substituted 1,3-dioxane or 1,3-dioxolane, 
i(CH2)niNRlO4CH2(CHORSXCHORSLiCHZORS, 
With the proviso that at least tWo iCHZORS are located 
adjacent to each other and the R8 groups are joined to form a 
cyclic mono- or di-substituted 1,3-dioxane or 1,3-dioxolane, 
or 

4Oi(CH2)miNRlO4CH2(CHOR8)(CHOR8)ni 
CH2OR8, With the proviso that at least tWo 4CH2OR8 are 
located adjacent to each other and the R8 groups are joined to 
form a cyclic mono- or di-substituted 1,3-dioxane or 1,3 
dioxolane; 
[0201] Each R5 may also be, independently, Link-(CH2); 
CAP, Link-(CH2)n(CHOR8)(CHOR8)n-CAP, Link 
(CH2CH2O)m4CH2-CAP, Link-(CH2CH2O)miCH2CH2 
CAP, Link-(CH2)n-(Z)g-CAP, Link-(CH2)n(Z)g-(CH2)m 
CAP, Link i(CH2)niNRl3iCH2(CHOR8)(CHOR8)n 
CAP, Link-(CH2)ni(CHOR8)nCH2iNRl3 -(Z)g-CAP, 





US 2008/0200476 A1 

[0263] iO4CH24CHOH4CH2iNHiC(:NH)iN 
(R7)2; 
[0264] Each R6 may be each, independently, iR7, 

[0265] 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. 
[0266] As discussed above, R6 may be hydrogen. There 
fore, 1 or 2 R6 groups may be other than hydrogen. Preferably 
at most 3 of the R6 groups are other than hydrogen. 
[0267] Each g is, independently, an integer from 1 to 6. 
Therefore, each g may be 1, 2, 3, 4, 5, or 6. 
[0268] Each m is an integer from 1 to 7. Therefore, each m 
may be 1, 2, 3, 4, 5, 6, or 7. 
[0269] Each n is an integer from 0 to 7. Therefore, each n 
may be 0, l, 2, 3, 4, 5, 6, or 7. 
[0270] In a preferred embodiment of the invention, Y is 
iNHZ. 

Cl N 

T / 
HZN N 

[0271] 
[027 2] 
[0273] 
[027 4] 
[027 5] 
[027 6] 
[027 7] 
[027 8] 
p is 6. 

[0279] In another preferred embodiment, X represents a 
single bond. 
[0280] In another preferred embodiment, R6 is hydrogen. 

In another preferred embodiment, R2 is hydrogen. 
In another preferred embodiment, R1 is hydrogen. 
In another preferred embodiment, X is chlorine. 
In another preferred embodiment, R3 is hydrogen. 
In another preferred embodiment, RL is hydrogen. 
In another preferred embodiment, o is 4. 
In another preferred embodiment, p is 2. 
In another preferred embodiment, the sum of o and 
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[0281] 
[0282] 
[0283] 
[0284] 
[0285] 

In a preferred embodiment of the present invention: 
X is halogen; 

R1 is hydrogen or Cl-C3 alkyl; 

[0286] R3 is a group represented by formula (A); and 
[0287] R4 is hydrogen, a group represented by formula (A), 
or loWer alkyl; 
[0288] In another preferred embodiment of the present 
invention: 
[0289] X is chloro or bromo; 
[0290] Y is iN(R7)2; 
[0291] R2 is hydrogen or Cl-C3 alkyl; 
[0292] at most three R6 are other than hydrogen as 
described above; and 
[0293] at most three RL are other than hydrogen as 
described above; 
[0294] In another preferred embodiment of the present 
invention: 
[0295] Y is iNHz; 
[0296] In another preferred embodiment of the present 
invention: 
[0297] R4 is hydrogen; 
[0298] at most one RL is other than hydrogen as described 
above; and 
[0299] at most tWo R6 are other than hydrogen as described 

above; 
[0300] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 

01 N i /\/\/\/OCH2CH2OH \ N N 
| H H 
/ 

HZN N NH2 

[0301] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

O NH 

i OCHZCHZCHZCHZOH 
N N 
H H 

NH2 

[0302] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 
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[0303] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 

01 N i 0- CH -B 
\ N N/\/\/\/ ( 2)m 00 

I H H 
/ 

HZN N NH 2 

0 NH 

01 N i 
\ N N 

I H H 
/ 

HZN N NH2 

0 NH 

01 N i 
\ N N 

I H H 
/ 

HZN N NH2 

0 NH 

01 N i 
\ N N 

I H H 
/ 

HZN N NH2 
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[0304] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 

01 N i /\/\/\/OCH2CH2OHCH3 \ N N 
I H H 
/ 

HZN N NH2 

[0305] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

OCH2-(alpha-CHOH)2—CH2OH 

[0306] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

OCH2-(alphaCHOH)CH2OH 

[0307] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 — CHZ- (BetaCHOH)-CH2OH 

[0308] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 

01 N i /\/\/\/OCH2CH2OCH3 \ N N 
| H H 
/ 

HZN N NH2 

[0309] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 
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0 NH 

01 N i 
\ N N 

I H H 
/ 

HZN N NH2 

[0310] 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 
/ 

HZN N NH2 

[0311] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 0 

01 N i oH \ N NW N/\/ I H H H 
/ 

HZN N NH2 

[0312] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 
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o — (CHZCHZ — o)4 — ocH3 

[0314] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

[0315] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 

H 
01 N i N oH 

\ N N/VW I H H 
/ o 

HZN N NH2 

[0313] 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 
/ 

HZN N NH2 
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[0316] 

0 NH 

01 N i WNHGOZCHQZ \ N N n 
| H H 
/ 

HZN N NH2 

In another preferred embodiment of the present [0317] 
invention the compound of formula (1) is represented by the 
formula: 

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

(II 
0 NH NHc—o(cH3)3 

01 N i o ? 
\ N N/WV \/\CO2CH3 I H H 
/ 

HZN N NH2 

[0318] 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 ‘ ocH3 
\ N N/\/\Mn/\/ I H H 
/ o 

HZN N NH2 

[0319] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 2 

01 N i o ’ oH 
\ N NWV I H H 
/ O 

HZN N NH2 

[0320] 

IIIIZ m 

In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 
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[0321] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 0 

Cl N i W NHZ \ N N n N/\/ 
I H H H 
/ 

HZN N NH2 

[0322] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 

H 
01 N i N NH2 

\ N N/VW I H H 
/ o 

HZN N NH2 

[0323] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 0 

C1 N i W N NH 2 \ N N n N/\/ 
I H H H 
/ NH 

HZN N NH2 

[0324] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 

H H 
01 N N N NH2 

\ N NW I H H 
/ 0 NH 

HZN N NH2 
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[0325] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

Hon"... 

--|||||OH 

[0326] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

H 
NH O 

. . NH * i 
- : \/\O/ WN N / 

H H H I 
\ 

O 

Olllu 

-..|||O 
Ollll 

[0327] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 
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[0328] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

[0329] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

[0330] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 

01 N i o 
\ N N/VW 3'», 

I H H g *0 
/ o 

HZN N NH2 

[0331] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 

01 N\ i o x N N/WV O I H H “ S 

/ 
HZN N NH2 
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[0332] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

[0333] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 

II 
0 NH 

01 N i 0W s \ N NW ||\ NMeZ 
I H H O 
/ 

HZN N NH2 

[0334] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

[0335] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 

II 
0 NH 

Cl N i OW S \ N NW ||\ NHZ 
I H H O 
/ 

HZN N NH2 

[0336] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH NH 

Cl N i o x 
\ N NW 0 O I H H 
/ 

HZN N NH2 
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[0337] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

NH2 

0 NH 0 N / I 

01 N i 0% A / N NW N N I H H H 

[0338] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 0 

01 N i 0% \ N NW N 
I H H H 
/ 

HZN N NH2 

[0339] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

- HCl 

0 NH 0 HN \ 

01 N i 0% A > \ N NW N \N 
I H H H 
/ 2 

HZN N NH2 

[0340] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

o HN \ 

Cl N )\ OM 2 I ?N/ NW \N I H 
/ 

HZN N NH2 
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[0341] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

[0342] 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 
/ 

HZN N NH2 

0 NH (I? NH 
01 N i S—N 2 

\ N N n \\ H 
| H H 0 o 
/ 

HZN N NH2 

[0343] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 
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[0345] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

[0346] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

i 
N NH 
H 2 

[0347] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

O NH 

Cl N i /\/\/\/\ i \ N N N NH2 
| H H H 
/ 

HZN N NH2 

[0348] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH2 0H 0H 

01 N A O\)\/O\)\/OH \ N NW I H 
/ 

HZN N NH2 

[0344] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 

0 NH 

Cl N i M NH; \ N N 
| H H 
I / -2Hc1 

HZN N NH2 

O f H 
01 N N NH 

\ N N \n/ 2 | H H 
/ NH 

HZN N NH2 

[0349] In another preferred embodiment of the present 
invention the compound of formula (1) is represented by the 
formula: 


































































